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PREFACE TO THE SECOND EDITION 

The object of recasting the former two volumes of the 
' Organic Chemistry for Advanced Students ' in the three parts 
in which they now appear has been to group together allied 
subjects and to link them as far as possible in a consecutive form. 
As this entailed re-arrangement of the plates^ an oppoi-tunity 
was afforded of bringing the subject-matter up to date, and 
very considerable additions have been made to the contents 
of the former volumes. As stated in the original preface, 
the book is not intended to serve as a reference book, but to 
furnish a general survey of those fundamental principles which 
underlie the modem developments of this branch of chemistry. 

J. B. COHEN. 
March, 1918. 
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ORGANIC CHEMISTRY 

PART I 
CHAPTEK I 

HISTORICAL INTRODUCTION 

The Bftdioftl' of Benioio Add. In the year 1882 Liebig and 
Wohler published their classical memoir, entitled, ' Experiments on 
the Radical of Benzoic Acid '.' 

Viewed in the light of our present knowledge there is nothing 
rery remarkable in the facts which they discovered. Starting with 
bitter almond oil, which we now term henMUdeh^de^ they converted 
it by the action of chlorine and bromine into benzoyl chloride and | 

bromide. Benzoyl chloride treated successively with potassium 
iodide gave benzoyl iodide ; with ammonia^ benzamide ; with lead 
sulphide, benzoyl sulphide ; with mercuric cyanide, benzoyl cyanide 
and with alcohol, benzoic ether. Bitter almond oil had, moreover, 
been found by Stange (1824) to undergo rapid oxidation in the air 
and to be transfonned into an acid--benzoie add — ^identical with 
the substance derived from gum benzoin. I 

Such is briefly the substance of the investigation to which the 
following introduction is attached. ' When a chemist is fortunate 
enough to perceive one ray of light penetrating the dark region of 
organic nature, which may mark the entrance to the right path 
of future knowledge^ he has reason to feel encouraged, although 
conscious of the vastness of the field which lies before him.' 

In order to realize the importance of a memoir which created 
a profound impression among contemporary chemists, and was 
welcomed by Berzelius as 'the dawn of a new day', we must take 
a glance at the branch of chemistry which at this period formed 
' the dark region of organic nature '• 

Origin of tlie Badical Theory. If we turn to Lemery's Churs 
de Ch^ky which was the popular text-book from 1675 down to the 
middle of the eighteenth century, we find all known substances 

^ It 18 on interesting and curious fkot that with admittedly * little to recom- 
mend it ' {Trans, Chem, Soe., 1905, 87, 648) the Chemical Society of Great Britain 
has seen fit to alter the original spelling to ' radicle ', and the Society now holds 
the unique position of hoing the only representative body of chemists which 
has adopted this spelling. 

' Liebig's Amudm, 1882, 3, 249 ; Ostwald's KUusiker, No. 22. 
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di8titUted'acmmiiig4M[^'t64ir'ori between the mineral, vegetable 
and animal kingdoms. Under the two divisions of vegetables and 
animals occur the names of substances which have been known 
from remote times, such as sugar, starch, fats and oils, gums and 
resins. By the process of distillation alcohol had been obtained 
from fermented liquids, acetic acid from vinegar, turpentine from 
.resin, and various sweet scented oils from plants. Vegetable 
colouring matters were employed in dyeing, and oils and fats in the 
production of soap. Extracts of cinchona bark, opium and other 
vegetable substances were used in medicine. Towards the dose of 
the eighteenth century Scheele isolated and clearly distinguished the 
acid principles present jn various vegetable and anim^ products. 
He found malic acid in apples, citric acid in lemons, oxalic acid in 
wood sorrel, gallic acid in galls, lactic acid in sour milk, and uric 
acid in urina He also obtained from olive oil, by boiling it with 
lead oxide, a sweet, viscid liquid, which we now know as glycerine. 

These varied products of animal and plant life which, when 
ignited took fire, or when heated in closed vessels charred and gave 
off water and other volatile matters, contained, according to the 
views of the phlogistonists, more of the aqueous and combustible 
principle or phlogiston, than mineral substances. They were termed 
Of^anic to indicate their origin from living or organized matter. 

With Lavoisier's discovery of the cause of oxidation and com- 
bustion, the element oxygen became in chemistry very much what 
the sun is in our solar system. The chemistry of Lavoisier was the 
chemistry of oxygen. All compounds were oxides, generally simple 
oxides of another element. To the other element attached to oxygen 
de Horveau applied the term hose or tadicaL The simple oxides 
were divided into salifiable and acidifiable bases, and these united 
to form salts.^ The system was essentially dualistic, and con- 
tained the germ of the theory subsequently developed by Berzelius. 
Lavoieder, who was the first to demonstrate the true composition of 
organic substances, extended the idea of radical so as to embrace 
these compounds (1784). Organic substances which generally con- 
tained carbon, hydrogen, and oxygen, and occasionally nitrogen and 
phosphorus, were regarded as oxides of a radical, composed of at 
least two elements, carbon and hydrogen. Sugar,, which yielded 
oxalic acid on oxidation, was the oxide of a hydrocarbon radical, and 
oxalic acid formed its higher oxide. The radical aoas pardy hypo* 
thetical. Indeed, so little was then known about the nature of 
OEganic compounds that, with the advent of the atomic theory, 
* Lavoiaier'fl ElcnwUs t^ChmUtry^ tranuUted by Kerr, 1802, 1, 289. 
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it was held to be doubtful if the elements composing them com* 
fained in simple atomic proportion and obeyed the laws of combina- 
tion which had been found to obtain in the province of inorganic 
diemistry. Organic compounds were the products of a vital farcfi, 
not necessarily dependent on the chemical laws governing inert 
matter. This view was commonly held until Berzelius, in 1814, by 
improving the method of organic analysis, showed from the results 
of his analyses of sugar and some of the organic acids, that organic 
compounds were subject to the ordinary laws of chemical combination* 

Berzelius adopted Lavoisier's view of the nature of organic com- 
pounds ; for in his Treatise on Chemistry (2nd edition), published in 
1817, he says : 'After having become more closely acquainted with 
the difference between the products of organic and inorganic Nature 
and the different manner in which their constituents are combined 
together, we have found the difference to consist in this: that in 
inorganic Nature all oxidised bodies possess a simple radical, whilst 
all oiganic substances consist of oxides of compound radicals. In 
vegetable substances the radical consists usually of carbon and hydro- 
gen, and in animal products of carbon, hydrogen, and nitrogen/ 

To follow the history of organic chemistry from this point, and to 
realize the network of difficulties in which its votaries became 
gradually and unconsciously entangled, it will be necessary to 
understand the electro-chemical system of Berzelius and the method 
of notation which was founded upon it 

The Atomic and Moleenlar Weights of Beneliiui. The dis- 
covery, in 1808, of Gay Lussac's law governing gaseous combination 
or the ' law of volumes', as it was commonly called, of Dulong and 
Petit's law (1819) which determined the relation of specific heats to 
the combining weights of the elements, and of Mitscherlich's law of 
isomorphism (1820) enabled Berzelius, after a careful revision of the 
combining proportions of the elements, to assign atomic weights 
based upon principles which we still recognize and adopt Thus, if 
equal volumes of elementary gases contain the same number of 
atoms, the formula for water must be represented by H2O since two 
volumes of hydrogen unite with one volume of oxygen ; NH3 will 
stand for ammonia, and HOI for hydrochloric acid. The method did 
not involve any question as to the volumes occupied by the com- 
bined gas, which offered a difficulty only solved later when 
Avogadro's distinction of molecules constittiantes, and int^grantesy or, 
as we now say, atoms and molecules, was clearly recognized.^ The 

^ Die Qrundlagen der MdlekuUkrthtorie, Ostwald's KUssiktri No. 8 ; Awgadro and 
Daltan^ by A. N. Meldrum, pub. W. F. Clay, Edin. 
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direct application of the law of volumea was limited to comparatively 
few elements. A wider range of atomic weights was derived from 
the specific heats of the metals and the isomorphism of their salts. 
Where none of these principles could be applied the atomic weights 
were ascertained by the simplest gravimetric relation of an element 
to oxygen in its oxide. The atomic weights of the metals which 
formed basic oxides were derived from these oxides which were 
assumed to contain a single atom of each element. Consequently 
the atomic weights of the alkali metals and of silver which formed 
isomorphous salts with them, received double their present values. 
The formulae for potassium and silver oxide and chloride were 
written KG, ECl2y AgG, AgCl2 ; the formulae of ammonia and 
hydrochloric acid, originally written NHg and HCI, were afterwards 
doubled by using the barred or double atom thus : SS^ = ^sH^ and 
fid B H2CI2 with the object of making them equivalent to the 
atomic weights of the metals. For the same reason Hj was the 
equivalent of 1 atom of oxygen and the formula for water appeared 
as SG " H2G. 

The series of atomic weights elaborated by Beizelius'with rare 
analytical skill and an unerring instinct^ which guided him where 
principles failed, differ little firom the modern values. 

In the third column of the following table is a list of the more 
important atomic weights taken from Berzelius' revised numbers, 
which appeared in 1826, oxygen being 100. The fourth column 
contains the figures calculated with hydrogen as the unit ; in the 
fifth column are the present values : 







Berteliu8* numbera. 


Present 


Nam$, 


Formtia. 






numbers. 






O->100 


H-1 


H->1 


Oxygen 





100 


16026 


15.88 


Hydrogen 


H 


6.289 


1.000 


1.00 


Nitrogen 


N 


88.618 


14.186 


18.98 


Sulphur 


S 


201.165 


82-239 


81.88 


Phosphorus 


P 


196.156 


81486 


80.77 


Chlorine 


CI 


221.825 


85.470 


85.18 


Iodine 


I 


768.781 


128.206 


12590 


Finorine 


F 


116900 


18.734 


18.90 


Carbon 


C 


76.437 


12.250 


11.91 


Potassium 


K 


489916 


78.515 


8886 


Sodium 


Na 


290.897 


46.620 


22.88 


Silrer 


Ag 


1851607 


216.611 


10712 


Calcium 


Ga 


266019 


41.080 


89.80 


Strontium 


Sr 


547.285 


87.709 


8694 


Barium 


Ba 


856.880 


187825 


13640 


Iron 


Fe 


889218 


54.863 


5550 


Aluminium 


Al 


171.167 


27.481 


2690 


Chromium 


Cr 


851819 


56888 


51.70 
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In a memoir published in 1826, * Sur quelques points de la thdorie 
atomistique,* Dumas ^ attempted to extend the application of Avo- 
gadro's hypothesis to the determination of both atomic and molecular 
weights from the densities of gases and vapours, in connection with 
which he devised his well-known method. It is a curious fact that 
he not only failed to commend his method to the chemical world, 
but ended by convincing himself of its futility. 

The result was due partly to a climdsy way of presenting his ideas, 
and partly to the confusion introduced by the anomalous vapour 
densities of some of the elements. Dumas set forth that equal 
volumes contain the same number of atoms or molecules ; conse- 
quently, if one volume or atom of hydrogen unites with one volume 
or atom of chlorine to form two volumes or atoms of hydrochloric 
acid, the original atoms of hydrogen and chlorine are divisible 
into half atoms of each element. A half atom of oxygen must 
for the same reason be present in the atom of water and so forth. 
Though Dumas, no doubt,, clearly distinguished between his 
physical atoms or molecules and his chemical or half atoms, the 
subdivision of the atom implied a contituliction in the term and did 
not fail to call forth criticism. As Dalton said, ' No man can split 
an atom.' ' 

But this was not all. Dumas' atomic weight for silicon, 
which he correctly interpreted from the vapour density of the 
chloride, differed from the number obtained by Berzelius, who 
derived it from the oxide, written SiOs from its analogy with SO3, 
CrOs, &c. The atomic weight of mercury, determined from the 
vapour density of the metal, was half that assigned by Berzelius 
from its specific heat Finally, the anomalous vapour densities of 
phosphorus, sulphur, and, as Mitscherlich found later, arsenic, 
gave atomic weights which conflicted with those previously derived 
by Dumas himself from the vapour densities of their hydrides and 
chlorides and shook his confidence in his own method. 

Berzelius' system of atomic weights also had its critica As we 
have seen, doubt had been thrown by Dumas on the validity of 
the law of volumes. The atomic weights of several of the elements 
which were derived from the specific heats did not conform to the 
atomic weights deduced from the law of isomorphism ; for example, 
the isomorphism of the silver salts and those of the alkalis fixed 
the atom of silver at 216, whilst its specific heat gave the number 
108. Mitscherlich's law itself was not free from objection, inasmuch 



^ Ann. OMm. Phya., 1826, 33, 887. 
* Memoirs qfDaUotif by Dr. Henry. 
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as the existence of dimorphous substances left the choice in some 
cases doubtful. 

The principles which served Berzelius for his determinations 
gradually fell into discredit. 

Chnelin's. EqiiiTaUnts. Leopold Gmelin, the author of the 
classical treatise which bears his name, suggested a reversion to 
the system of eguivdlenfs, a term introduced by Wollaston in 1808. 
It represented the simplest gravimetric relations, without reference 
to the law of volumes, and received strong support from Faraday's 
newly discovered electrol3rtic law (1882). 

The old and new systems were easily reconciled by using the 
barred or double atom of Berzelius, and appeared side by side for 
many years without giving rise to confusion, until the double atom 
eventually disappeared. Kolbe was one of the last to use the 
barred atom of Berzelius, which he abandoned about 1850 in £ftvour 
of the equivalent notation. 

The following formulae for water, hydrochloric acid, ammonia, 
and phosphoric oxide, represent the original and modified notation 
of Berzelius and the corresponding equivalent notation of Qmelin : 

Berzeliiu K original formula H,0 H^Cl, NjH^ PsO^ 

(H « 1 ; « 16) ( modified „ fiO 861 »U^ ^0^ 

Gmelin equiralent „ HO HCl NH, FO9 

(H - 1 ; O - 8) 

Henceforth, densities of volatile organic compounds, though 
frequently determined with the object of controlling analytical 
results, never served as a means of ascertaining molecular weights 
until many years had elapsed, when Gerhardt and Laurent revived 
the hypothesis of Avogadro and Ampere. The aggregate weight 
of the atoms might correspond to one, two, or a multiple of two 
volumes of the vapour compared with one volume of hydrogen. 

The formulae for chloral C4CleH202i chloroform C2H.2C]e, alcohol 
C4H12O2, and acetic ether CgHie04, corresponded to four volumes, 
whereas those for ether C^HiqO, oxalic ether C5H10O4, and succinic 
ether CgHi404, corresponded to only two volumes. It was left to the 
choice of the investigator to select an appropriate molecular formula. 
We shall presently see how the confusion, which arose from the 
absence of any recognized method for fixing molecular weights, 
resulted in many a fruitless and embittered controversy. 

Benelina'Sleotro-olLemiealThaoxy. The electro-chemical theory 
of Berzelius (1819) dominated chemistiy during the first third of the 
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last century. Carefully elaborated in the case of inorganic compounds, 
it was sought to apply it in the same comprehensive manner to 
organic compounds. It was the guiding principle to which Berzelius 
dung throughout his life. But the young and rapidly growing 
branch of the science was not to be crippled by an artificial system 
which arrested its natural development After a fierce controversy 
between Berzelius and the chemists of the French school the theory was 
finally abandoned. The theory may be briefly defined as Lavoisier's 
dualistic views expressed in the light of Davy's and Berzelius' electro- 
chemical researches. Each atom of the elements was supposed to 
possess opposite electrical poles provided with different quantities of 
electricity, so that it contained a surplus of one or other kind of 
electricity, and was either positive or negative according to the 
predominating polarity. It was by virtue of their opposite polarities 
that the atoms combined. The simple combinations of positive and 
negative elements furnished compounds of the first order. The elec- 
tricities in these compounds were not necessarily neutralized, and 
there might still remain a surplus positive or negative charge which 
enabled them to enter into further combinations, forming compounds 
of the second order. The elements were arranged in electrical series 
with oxygen at one end, representing the most electro-negative 
element, and the alkali metals at the other, representing the most 
electro-positive elements. Each intermediate element would be 
electro-positive to the one that preceded and electro-negative to 
that which followed. The metals were strongly, the non-metals 
weakly electro-positive towards oxygen. The lower metallic oxides 
retained, therefore, a residual positive, the non-metallic oxides a 
residual negative polarity. Thus potash KO was electro-positive, 
whilst sulphuric acid SO3 was electro-negative. Potash and sulphuric 
acid could therefore combine, by virtue of their opposite polarities, to 
form sulphate of potash, which was written SO3 + EO. The elec- 
tricities might still remain unneutralized, and by the formation of 
double salts such as potash alum, compounds of the third order were 
obtained. 

The oxides of the non-metals were called acids ; N2O5 stood for 
nitric acid and N2O5 + H2O was its hydrate. When the combined 
water of the hydrate or lasic water was replaced by a metallic oxide 
or base, a neutral salt resulted. The same principle was applied to 
organic acids and their salts. Acetic acid was written O4H0O3 and 
its hydrate (our acid) Gfifi^ + H^O ; O2O3 stood for oxalic acid, and 
the crystalline compound which we now term anhydrous oxalic acid 
C2O3 + HgO was regarded as its hydrate ; benzoic acid was C14H10O3 and 
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its hydrate (our acid) was Ci4H]o03 + HjO. The molecular formula for 
the acids was derived from the composition of the salts, usually the 
silver salts, and as all salts were supposed to contain one atom of base 
(silver and the alkalis had double their present atomic weights), it 
necessarily followed that all monobasic acids, like acetic and benzoic, 
had double their present formulae, whereas dibasic acids received 
their modem values. It should be observed that these so-called 
organic acids only existed in the form of their hydrates, the acids 
themselves being purely fictitious groups of elements. 

Orgaaie Ck&mlMtxj In 1830. In 1830 Liebig introduced his 
new method of organic analysis, which is essentially the one we still 
employ.^ There is no doubt that the simplicity and rapidity of this 
process gave a new impulse to the study of organic chemistry. To 
perform an organic analysis appears to have been a troublesome 
business, for in a letter from W6hler to Liebig written in August, 
1880, we read : * A thousand thanks for your quick reply. To be 
able to complete an analysis so rapidly is scarcely within the power 
of any one but yourself, certainly not in mine, for I have a whole- 
some dread of doing one.' 

Organic chemistry in 1830 embraced a large number of substances 
of widely different properties, yet composed usually of only three or 
four elements — carbon, hydrogen, oxygen, and nitrogen. It included 
a variety of organic acids and a steadily increasing number of organic 
bases or alkaloids, the first of which —morphium — had been isolated 
in 1817 by SertUmer from opium ; also a number of indifferent sub- 
stances — hydrocarbons, spirits of wine, sugar, starch, gums — and 
finally, the fats and fixed oils, the composition of which had been 
studied by Chevreul in so complete and masterly a fashion that our 
knowledge of these substances has not materially advanced since his 
day. He showed that these bodies were compounds of glycerine with 
various acids (the fatty acids) and that they behaved like acetic ether, 
decomposing with alkalis into the salt of the acid and glycerine. 
There was, however, little analogy between the complexity of all 
these bodies and the simple compounds of inorganic chemistry, in 
which one element united with another in one or two, more rarely 
in three, proportions. Berzelius^ at first distinguished inorganic 
compounds as binary, that is to say, divisible and sub-divisible into 
two parts, one electro-positive and the other electro-negative, whilst 
organic compounds contained more than two elements which were 

> Berzeliiu, JahreO),, 1881, U, 214 ; Pogg., Ann., 1881, 21, 1. 
* Ann, Phil, 4, 828. 



ORGANIC CHEMISTRY IN 1880 9 

directly combined into a whole and could not be subdivided or 
reunited after the manner of inoi^anic compounds. Hydrocarbons 
like marsh gas and turpentine, since they contained only two 
elements, were consequently classed among inorganic compounds, 
and occur under this head in the earlier numbers of Berzelius* 
JaknsbefiM. But this distinction was not long maintained. Or- 
ganic chemistry was still essentially the chemistry of animal and 
plant products and their derivatiyes. It is true that from time to 
time the artificial production of natural substances was announced. 
As far back as 1776 Scheele had obtained oxalic acid identical with 
that in wood sorrel by the oxidation of sugar with nitric acid. In 
1822 Dobereiner had prepared formic acid, hitherto obtained by the 
distillation of ants, by the oxidation of tartaric acid, and had also 
converted alcohol into acetic acid by the aid of platinum black. In 
1826 Hennel had synthesized alcohol from defiant gas.* Again, in 
1828, Wdhler found that in attempting to obtain ammonium cyanate 
by the action of ammonium chloride upon silver cyanate, or ammonia 
on lead cyanate, a crystalline compound was formed which was iden- 
tified as urea, a substance only previously found in urine. But none 
of these artificially prepared substances was entirely independent of 
an animal or vegetable origin. Even the cyanates were derived in 
the first instance from potassium ferrocyanide, in the preparation 
of which animal matter was employed. These facts did little to 
disturb the belief in a vital force. Both Dobereiner's and Wohler's 
discoveries are referred to by Berzelius in his Jahresberichiy* but it is 
dear that the rare example of isomerism furnished by the conver- 
sion of ammonium cyanate into urea created a far deeper impression 
than the realization of this much quoted synthesis. 

Before the year 1832 the only organic substance from which a 
number of simple derivatives had been obtained was alcohoL With 
sulphuric acid it was known to yield, according to the conditions of 
the experiment, sulphovinic acid, ether, olefiant gas and a substance 
known hB M of wine of the formula {CHi^ ; with hydrochloric acid 
it gave hydrochloric ether; with nitric acid, nitric (nitrous) ether ; with 
acetic add, acetic ether, and with oxalic acid, oxalic ether. Further, the 
oil of the Dutch chemists, as it was called, was obtained by combining 
olefiant gas with chlorine, and Hennd showed that sulphovinic acid 
was formed by the union of olefiant gas and sulphuric acid.' The 
rdationship of alcohol to its derivatives was a matter of general 

> HUL Tmnt., 1826, 240; 1828, 866; Pogg., Ann,, 1827, 9, 21 ; 1828, 14, 282. 
See also Chtmieal Synthegis qf VikU ProducU, p. 2, by R. Meldola, 1906. 

> JaAr«8d., 1828, 2, 160 ; 1829, 9, 266. 

* Pogg.^ Ann., 1828, 14, 278 ; Phil Trans., 1826, Pt.'2, 240. 
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speculation which had free play, since no recognizod method for 
ascertaining molecular weights existed. 

The Btherin Theory. In 1828 Pumas and BouUay^ propounded 
a theory which was intended to show the relationship of these 
substances. It was based upon an observation of Gay-Lussac's that 
the vapour density of ether was equivalent to that of one volume of 
oleiiant gas and half a volume of water vapour, whereas that of 
alcohol was equivalent to half a volume of olefiant gas and half 
a volume of water vapour. Dumas and Boullay regarded alcohol, 
ether, and all their derivatives as containing one common group of 
elements, olefiant gas, which had the formula 2C2H2, corresponding 
to the modem C2H4 (the atomic weight of carbon was derived by 
Dumas from the vapour density of marsh gas and olefiant gas, which 
he wrote CH2 and C2H2 respectively, giving the number 6 to carbon). 
To the central group Berzelius gave the name otetherinj by which he 
signified oil of wine and denoted it by the formula' C^Hg, but the 
fundamental idea was the same in both, and the theory was hence- 
forth known as the etherin theory. 

In addition to presenting a series of related compounds as contain- 
ing a common group or radical, it explained Hennel's preparation of 
sulphovinic acid from ethylene and sulphuric acid, the existence of 
oxamethane (oxamic ester) obtained by Dumas from oxalic ester and 
ammonia gas and the curious inflammable platinum organic com- 
pounds of Zeise, which the latter prepared by the action of alcohol on 
platinic chloride and which contained no oxygen.' 

An essential part of Dumas and Boullay's theory was to institute 
a comparison between etherin and its derivatives and ammonia and 
its compounds, which were written as follows : 

Formula» (f Dumas Formula$ of Ammonia and Us 

and BouUay. Berzditis. Compounds, 

^ et W^^^"*^ I ^^«^« + ^^^ ^♦^^ + ^^^ ^«^« + ^^^ 

Ether iC^U^+UiO C^Hg+HjO NjH^+HjO 

Alcohol 40,11,+ 2H,0 C4H8+2H,0 — 

Acetic ether 4C,H, + CsH^O, + H,0 C^Hg + C^H^Oj + H,0 NjH« + C^H^Oj + H,0 

Nitric ether 4C,H , + NgOj + H,0 C^H , + NjOg + H ,0 N,H. + NjO^ + HjO 

Oxalic ether 4CjH,+C40j+H80 C4Hg+0,0,+H,0 NjHe + CjOj+HaO 

Oxamethane ^OjHj+C^Oj+NHs C^Hg+CjOj+NH, — 

^''^^r'''''' 1 4C,H,+2SOg+2H,0 C,Ha+S,0.+2H,0 - 

^SiniT'"" I *CA+2PtCl. C,H,+Pt.a, 

^ Ann, Ckim, Phys., 1828, (2), 86, 294 ; (2), 37, 15. 
* Jdkresh,^ 1882, 12, 808. * Annakn, 1884, 9, 1. 



THE ETHERIN THEORY II 

Dumas and Boullay went so far as to state that olefiant gas, were 
it but soluble in water^ would exhibit alkaline properties, and they 
e^en attempted to extend their theory so as to embrace compounds like 
the fats and oils, which were assumed to possess an imaginary hydro* 
carbon radical united to ether, and even the sugars which were 
described as carbonates of etherin. The theory found many supporters 
and long held its ground in France. Berzelius, on the other hand, 
gave it a half-hearted reception,^ which soon changed to undisguised 
hostility. He pointed out that the existence of the radical C^Hg 
might be accepted as a mere matter of convenience, but that the 
formula for alcohol could be equally well represented by either 
C4H8 + 2H^0 or C4H10O + Bjy. The fact of alcohol yielding olefiant 
gas was no more a reason for the presence of this group in alcohol 
than there was for the pre-existence of nitrous oxide in nitrate of 
ammonia merely because nitrous oxide was evolved on heating. 
If olefiant gas were alkaline, then surely alcohol and ether, which 
were soluble hydrates, should also have alkaline properties. More- 
over, though olefiant gas could be prepared from alcohol, neither 
alcohol nor ether could be formed by the reverse process of adding 
water to olefiant gas, and the analogy with ammonia broke down. 

Furnished with fresh weapons Berzelius returned to the attack in 
the following year.* Liebig and Wohler had shown that sulphovinic 
acid had the formula C4H3 + 2SO3 + 2H2O, containing, therefore, two 
atoms (molecules) of basic water, yet it only saturated one atom of 
base^ and consequently the remaining atom of water must be an 
integral part of the organic constituent, just as it was of ammonia in 
the sulphate NgHgO + SOg. 

Growth of the Bodieal Theovy. We can now realize how matters 
stood when Liebig and Wohler, in the memoir to which reference has 
been made, brought the first unassailable evidence of the existence 
of an organic compound radicaL A series of substances had been 
obtained which were readily convertible into one another by simple 
reactions such as chemists were familiar with in inorganic chemistry. 
They contained one common grou][> of elements C14H10O2 to which the 
name heneoyl (hem, the root of benzoic, and vXi;, substance) was given. 
The compounds were written as follows : 

CiiHioOg + H2 Benzoyl hydride (bitter almond oil) 

C14H10O2 + + H2O Benzoic acid 
C14H10O2 + CI2 Benzoyl chloride 

> Jahresh., 1S28; S, 992. < JdAreib., 1883, 18, 192. 
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C14H10O2 + Btj Benzoyl bromide 

G14H10O2 + Is Benzoyl iodide 

O14H10O2 + N2H4 Benzamide 

C14H10O2 + C2N2 Benzoyl cyanide 

G14H10O2 + S Benzoyl sulphide 

Ci4H]o02 + O + C4H10O Benzoic ether 

This was not, however, the first example of a compound radical. 
In 1816 Gay-Lussac, in controlling Bertholet's experiments on the 
composition of hydrocyanic acid, obtained cyanogen by heating 
mercuric cyanide^ and by the action of the halogens on hydrocyanic 
acid prepared the chloride, bromide, and iodide of cyanogen. This 
example of a compound radical, as well as that of sulphocyanogen 
and ammonium, were overlooked, partly because they were ranked 
with inorganic substances, partly because Lavoisier's original con- 
ception of a radical necessarily implied that part of a substance of 
which the other part was oxygen. It should be observed that in 
benzoyl we have a modification of Lavoisier's definition of a compound 
radical inasmuch as benzoyl contained oxygen. 

Liebig and Wohler's discovery was soon followed by that of other 
radicals. The radicals of salicylic and cinnamic acids were shown, 
the former by Piria, and the latter by Dumas and PeUgot, to form 
each a series of derivatives similar to that of benzoic acid, and were 
termed respectively $alici/l and ainnamyl. Ten years later the theory 
of the compound radical received further confirmation in a brilliant 
research of Bunsen upon cacodyl. 

In 1760 Cadet obtained by the distillation of potassium acetate 
with oxide of arsenic a fuming and fetid liquid, which inflamed 
spontaneously in the air and was extremely poisonous. It was called 
' Cadet's fuming liquid '. These uninviting properties deterred 
chemists for seventy years from satisfying any curiosity they might 
have conceived as to its composition, and they contented themselves 
with stating its properties and method of preparation. 

Dumas was the first to analyse it^ and gave it the formula C3H12AS2; 
but Bunsen soon afterwards ascertained that the liquid prepared by 
the above method contained oxygen and had the formula C4H]2As20, 
which he called cacodyl oxide {KOKiii^, stinking).^ From this he 
obtained, by means of the halogen acids, cacodyl chloride, bromide, 
iodide^ and also the cyanide, fluoride, sulphide, selenide, cacodylic 
acid, and, finally, by the action of metallic zinc on the chloride, the 

^ Pogg., Afin.j 1887, 40, 219 ; 1837, 42, 146 ; AnnalWj 1841, 37, 1 ; 1842, 49, 14 ; 
1848, 46, 1 ; Ostwald's Klaistker^ No. 27. 
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radical eacodyl itself C4H12AS29 which he also named cUcaiirrin 
(alcohol-arsenic) to indicate its relation to alcohoL 

C4HiaOa Alcohol 

C4H12AS2 Alcarsin 

He termed eacodyl a true organic element possessing the character 
of a metal. This analogy is readily understood if we write Ed for 
the eacodyl radical and compare it with a metal such as calcium. 



Cacodyl 


C4H13A82 


Kd 


Ca 


Cacodyl oxide 


C^HjsAsgO 


KdO 


CaO 


Cacodyl chloride 


C,Hi,A8,Cl, 


KdCl, 


CaCl, 


Cacodyl cyanide 


CAaABjCyj 


KdCy^ 


CaCy, 


Cacodyl sulphide 


C^HijAajS 


KdS 


CaS 



ZieUg's Deftnitioii of a Compoimd Badieal. Although this 
research was the product of a later period, Liebig*s original definition 
of a compound radical has undergone no change.* He says, speaking 
of cyanogen, 'we call this a radical because (1) it is the invariable 
constituent of a series of compounds, (2) it can be replaced by other 
simple bodies, and (8) in its combinations with a simple body the 
latter may be substituted by equivalents of other simple bodies. Of 
these three conditions, two must be fulfilled.* These conditions 
made it essential that in a series of simple reactions the radical or 
group of elements should be shown to remain intact, and not only to 
be capable of combining with elements to form compounds, but also 
of being replaced by them. 

It is evident from this statement that the author conceived the 
elements of which the radical was composed to be united by a bond 
which joined them together more firmly than the other elements in 
the compound. The particular group composing the radical upon 
which the choice fell was a matter of much diversity of opinion. This 
is specially noteworthy in the case of ether and alcohol and their 
derivatives. 

She Bftdioal * Sthyl '. We have already referred to the etherin 
theory of Dumas and BouUay and the comparison which they drew 
between olefiant gas and ammonia. There existed at the time 
another view of the constitution of ammonia and its salts. The 
theory that ammonium played the part of a metallic radical in its 
salts was suggested by Davy, and afterwards supported by Ampere 
and Berzelius. It appealed to the dualists, for it enabled them to 
establish an analogy between the composition of the salts of ammonia 

> AnnaiM, 1838, 26, 2. 
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and those of the alkali metals. This view was now revived by 
Liebigy and, in place of etherin O4H3 and its analogue ammonia NHs, 
the new radical O4H10, termed by Liebig etheryl or ethyP (cuft/p, 
ether, and vXtj, substance), took its place beside anmionium. 



OAoCi, 


Hydrochlorie ether. 


NACU 


▲mmonium chloride. 


C^HjoO 


Ether, 


VJElfi 


Ammonium oxide 
(preeent in the salts). 


C^HjoO+HaO 


AloohoL 


NAO+H,0 


Ammonium hydrate. 


C4H10O+NA 


Nitric ether. 


N,H,0+NA 


Ammonium nitrate. 



C4H10O + C4^fi^ Acetic ether. NfHgO + Cfifi^ Ammonium acetate. 

Berzelius who had, as we have seen, abandoned the etherin 
theory, accepted the new doctrine, for its basis was dualistic, inas- 
much as ether appeared as an oxide. He and Liebig, however, 
held different views on the constitution of alcohoL Liebig regarded 
it, from its relation to ether, as the hydrate of ether, whereas 
Benselius considered it to be the oxide of a different radical, C^He* 
One reason advanced by Berzelius was the difference in properties 
between sulphovinic acid obtained by the action of sulphuric acid 
on alcohol, and isethionio acid, prepared by Magnus by the action 
of sulphuric acid (SO3) on alcohol and ether.' 

The two substances are isomeric and saturate the same amount of 
base, but the barium salt of sulphovinic acid contains an atom more 
water than that of isethionic acid, and they are in other respects 
totally distinct substances. * It is clear, therefore,' writes Berzelius 
in the Jahreshericht for 1838, 'that this atom of water cannot be 
present as water of crystallization, but must be there in another 
form, and this other form can.be nothing else than a form of ether. 
It naturally follows that alcohol and ether are not hydrates of the 
same base, although they may be so regarded.* 

The two formulae of the barium salts would therefore appear as 
2C2HeO + 2SO3 + BaO for the sulphovinate, and C4H10O + 2SO3 + BaO 
for the isethionate/ 

1 AnnaXen, 1884, 9, 1. ' JahreOt., 1888, 18, 194. 

* AtmaUn, 1888, 6, 168 ; Pogg., Ann,, 1888, 27, 867. 

* According to modern views the formation of isethionic aoid from ethionio 
acid and carbyl sulphate would be represented as follows : alcohol and sulphur 
trioxide unite to form carbyl sulphate. 

GH,.O.SOs 
CaHftCOH) + 2S0, - )0 + Ufi 

CHs . SO, 
Carbyl sulphate. 
Carbyl sulphate is decomposed by water, first into ethionic, and finally into 
isethionic acid : 

CHs.O.SO,U OH,. OH 

CHf.SOsH CH,.SO,H 

Ethionic acid. Isethionio add. 
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But there were additional reasons. Berzelius contended that the 
dissimilarity in properties of alcohol and ether could not be attributed 
to the presence or absence of water. Nor was it probable that in 
alcohol the water could have so strong an affinity for the ether (with 
which in the free state it cannot be induced to combine) that a 
dehydrating agent, like barium oxide, can produce from alcohol no 
trace of ether. 

Osowth of Ovgamc Chemistryf 1830*1840. Whilst the 
various disputants were urging the claims of rival radicals, their 
activity in the laboratory was not suspended. Organic chemistry 
was steadily advancing and widening its boundaries by new dis- 
coveries, which followed one another in rapid succession. The 
foundation of the great edifice of aromatic chemistry was being laid, 
upon which the next generation was to build new and important 
industries. Mitscherlich had obtained benzene from benzoic acid 
by distillation with lime, identical with Faraday's hydrocarbon 
from oil gas, and formed nitrdbenisene, henzenestdphanic acid, 
chlorobenzene and certain other derivatives. Bunge had found 
J^anolf afterwards identified as anfline, and carbolic acid in coal-tar. 
Liebig had obtained chhml and Moroform by the action of chlorine 
on alcohol, and had determined the composition of acetone^ oUdc- 
hydej and acetat Dumas and Peligot had isolated methyl alcohol in 
the pure state from wood spirit, and Dumas and Cahours had 
prepared amyl alcohol from fusel oil. Li both cases a number of 
derivatives had been obtained offering a close analogy with those 
from ordinary alcohol. Zeise had discovered the mercaptanSf and 
Begnault had studied the action of potash on Dutch liquid, and 
obtained the compound we now call vinyl Moride. The formula 
of the new compound was written C4HeCl2 and, according to Begnault, 
contained the radical O^H^ , which he termed ddel^ddne, subsequently 
changed to acetyl. In the meantime a partial reconciliation had 
been arrived at between Liebig and Dumas, when the latter was won 
over to the ' radical ' views of Liebig, and the result was a joint article 
which appeared in 1887, and of which the following is an abstract^ 

' Organic chemistry possesses its own elements, which sometimes 
play the part of chlorine or oxygen (e.g. cyanogen), and sometimes 
that of a metal (e. g. ethyl, benzoyl, cacodyl). Cyanogen, amide, 
benzoyl, the radicals of ammonia, of the fats, of alcohol and its 
derivatives, are the true elements of organic nature, whereas the 

* J. prakt, Cfmi., 1887, 14, 298 ; Compt. mvd., 1887, 5| 567. 
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simplest constituents, carbon, hydrog^, oxygen, and nitrogen, only 
reappear when the organic matter is completely destroyed/ 

The truce did not last long, and when the new radical, acetyl, 
appeared, Liebig seized upon it in order to explain the constitution of 
those compounds, which, like Zeise's platinum compounds and 
Dumas* oxamethane, contained no ethyl radical, without having 
recourse to the etherin theory to which he was a firm opponent. 
Like his predecessors he established an analogy with anmionia and 
its deriyatives by introducing into the latter the radical amide.^ 

Letting Ac stand for acetyl, G4HQ, and Ad for amide, N2H4, the 
series of compounds appeared with the following formulae : 



AoH^ 


Olefiant gas. 


AdHs 


Ammonia. 


ACH4 


EthyL 


AdU^ 


Ammonium. 


ACH4O 


Ether. 


AdH«0 


Ammonium oxide. 


AeH^Cl, 


Ethyl chloride. 


AdH,Cl, 


Salammoniao. 


AoH«0+HaO 


Alcohol. 


■ — 


— 


AoEfS+H^S 


Hercaptan. 


AdH«S+H,S 


Ammonium sulphide. 


AoH,+2SO,« 


Isethionic acid. 


AdH,+SO, 


Rose's anhydrous 
ammonium sulphate. 


— 


<— 


2Ad+2CO 


Urea. 


_ 


_ 


Ad +200 


Ozamide. 



A0H41 Ad+2C20, Oxamethane. — — 

The new theory also enabled Liebig to include in his scheme 
aldehyde, chloral, and acetic acid, which appeared as follows : 

C4He,0 + H20 Aldehyde 
C4Cle,0 + H20 Chloral 
C^B.QjO^'^'EL.fl Acetic acid 

The introduction of the new acetyl radical CJS.^ into alcohol and 
its derivatives never actually replaced the older ethyl radical which 
continued to be used by the German chemists, whilst etherin was 
retained in France. 

The Chemistry of Compound Badicals. With the year 1840 
the first chapter in the history of organic chemistry may be said to 
close. Although organic chemistry was still concerned with products 
of a vital force, and with the compounds derived from them by the 
action of chemical reagents, the dominant idea was the compound 
radical. It was around the compound radicals that the various oi^anic 
substances were grouped. In Liebig*s treatise which was published 



> AnnaUn, 1889, 80, 129. 

' This formula represents the anhydride of the acid. After Regnault's dis- 
covery of its preparation from sulphur triozide and olefiant gas, it was usually 
represented as a compound of etherin and sulphuric anhydride 
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in 1840, all the well-defined compound radicals, whether containing 
carbon or not, are included. Separate chapters are devoted to amide, 
oxide of carbon (the radical of oxalic acid), cyanogen, benzoyl, cinn- 
amyl, salicyl, ethyl, acetyl, methyl, formyl, cetyl, amyl, and glyceryl 
They were hypothetical groups which might or might not be 
capable of separation, but their admission was a necessity and their 
existence in the compound more than probable. Organic chemistry 
was defined by Liebig as the chemistfy of the compound mdical. 

Theory of Snbstiltation. Meanwhile a movement had begim, 
which, gathering force as it advanced, swept away two ruling 
principles, the one, the electro-chemical theory, the other, the pre- 
existence, as it was termed, of radicals as unalterable groups of 
elements, or proximate constituents of organic compounds. It 
was the direct result of the study of a chemical process which 
has been termed substUiUion. The idea of substitution was not 
a new one. The substitution of a metallic oxide for water in an 
acid hydrate to form a salt, and Mitscherlich's discovery that 
the crystalline form of a compound is often retained when one 
element replaces another, were well known to chemists. Among 
organic compounds, the action of chlorine on hydrocyanic acid had 
been found by Ghiy-Lussac to give cyanogen chloride, Liebig and 
Wohler had obtained benzoyl chloride from bitter almond oil, and 
Faraday prepared carbon sesquichloride, C2Cle» from Dutch liquid 
in the same manner. 

IhunMi' Zaw of Substitutions* In 1834 Dumas' attention had 
been directed to the action of chlorine on organic compounds by 
observing, as Gay-Lussac had previously done, that when wax is 
bleached by chlorine a portion of the hydrogen is replaced by 
chlorine. He found also that, when chlorine acts upon turpentine, 
for every volume of hydrogen removed an equal volume of chlorine 
enters. He then repeated Liebig's experiments on the action of 
chlorine and bleaching powder upon alcohol, and carefully analysed 
the products. From the result of these researches he formulated, in 
1834, the following empiric law of substitutions.^ 

1. If a body containing hydrogen be acted upon by chlorine, 
bromine, or iodine, or oxygen, for every atom of hydrogen which 
it loses, it takes up one atom of chlorine, bromine, or iodine, or half 
an atom of oxygen. 

2. If the compound, besides hydrogen, contains oxygen, the same 
rule holds without modification. 

1 Ann, Chim. PAy«., 1884, 66, 118. 
PT. I C 



18 ORGANIC CHEMISTRY 

3. If a body contains water in addition it first loses the hydrogen 
of the water without replacement ; if hydrogen is then removed, it 
is replaced in the above manner. 

The first two propositions require no comment; the third was 
introduced in order to explain such reactions as the conversion of 
alcohol into chloral, and alcohol into acetic acid. The reactions 
were written thus: 

(CgHg + H4O2) + 4C1 - CgHgOa + 4HC1 

AlcdhoL Aldehyde. 

OgHgOa + 12(31 = CgHaCleOa + 6HC1 

« Chloral. 

(C^Hg + H4O2) + O4 - (CgHA + H4O2) + H^Oa 

Alcohol* Acetic Acid. 

The study of substitution, to which Dumas gave the name of 
metdlepay (/actoXi/^is, exchange), attracted many of the French 
chemists, among whom were Peligot, Malaguti, and Begnault, who 
studied the action of chlorine on ethyl chloride and ether, and 
Laurent, who investigated its action on naphthalene,^ and with 
Begnault, on Dutch liquid. As a result of Laurent's observations, 
the following rules were added to the laws of Dumas : 

' When chlorine, bromine, oxygen, or nitric acid replace hydrogen 
in a hydrocarbon, the hydrochloric acid, hydrobromic acid, nitrous 
acid or water formed are either liberated or remain combined with 
the product*.* 

ZftnrenVs Vnoleiui Theory. Upon this foundation Laurent 
constructed, in 1837, his nucleus theory.' Laurent assumed that 
every organic compound contained a hydrocarbon nucleus or radical 
These were the primary nudei (noyaux fondamentaux), and were so 
chosen that the elements composing them were present in even 
numbers (see p. 28). Other elements or groups of elements can be 
added on to the primary nuclei When the hydrogen in the primary 
nucleus was replaced by equivalents of other elements, the halogens, 
oxygen, nitrogen, &c., secondary nuclei (noyaux d^riv^s) were pro- 
duced, and the compound remained intact. It was only when the 
elements of the nucleus were permanently removed that complete 
decomposition of the substance ensued. The primary nucleus was 
compared to a prism, the solid angles of which corresponded to 
carbon, and the edges to hydrogen. If these edges are replaced by 
others the geometrical form is unchanged, but should they be 

^ Arm. Chim, PAys., 1885, 60, 196. * Awn. Chim. Phy$., 1886, 60, 288. 

' Ann, Chim. Pkys.^ 1887^ 61, 125; aee also Gmelin's Handbook, 7, 1^ 80. 
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removed, the system falls to pieces. To the central prism other 
geometrical figures can be attached, on removing which the original 
form reappears. The following examples may serve to illusti*ate the 
theory. By the alternate action of chlonne and potash on olefiant 
gas, a number of chlorinated compounds had been obtained. These 
were supposed to contain the primary nucleus C4Hg. The compounds 
were written as follows, the nomenclature being that of Dumas and 
Peligot: 

Etherdne ^4^8 

Ether^ne hydrochlorate (hydrochloric ether) C4H3 + HjjCl2 

Chlor6therase (Regnault's acetyl chloride) G4H^Cl2 

„ hydrochlorate (Dutch liquid) C^llifil2 + H^Clg 

Chloretherese C4H4CI4 

„ hydrochlorate C4H4CI4 + H2CI2 

Chlor6therise C4H2Clfl 

, , hydrochlorate C4H2CI0 + H2OIJI 

Chlor^therose O4CIS 
Chloride dtherosique (Faraday's sesquichloride 

of carbon) C4CI8 + CI4 

A similar series was derived from methylene and naphthalene, 
whilst alcohol and its oxidation products appeared as follows : 

Alcohol C4Hg + H40a 

Aldehyde C4H0O + H2O 
Acetic acid C4HeO + O^ 

Although Laurent's formulae bore a certain resemblance to those 
of the etherin theory, they really embodied an important new prin- 
ciple, namely, that when chlorine and bromine replace their equivalent 
of hydrogen, the former take the place of the latter, and play to some 
extent the same part in the new compound, in consequence of which 
the compound retains a certain similarity to the parent substance. 

The theory amounted to a revolution. We cannot wonder that it 
should have served as a direct challenge to Berzelius and the followers 
of the electro-chemical school. The principle, once admitted, that 
chlorine, an electro-negative element, could take the place of hydrogen, 
an electro-positive element, and do so without changing the typical 
properties of the new compound, was to shake the very foundation 
of dualism ; for we must remember that it was this opposite negative 
and positive character which served to link the atomic units in a 
compound ; it was this dual conception which saw a new hydro* 
carbon radical in every compound in which hydrogen was replaced 
by another element. 



20 ORGANIC CHEMISTRY 

Berzelius was not slow in replying. His first contemptuous com- 
ment on the new formulae of Laurent appeared in his Jdhresbendit 
for 1837: 'I consider it superfluous to enlarge further on such 
a theory/ He then directed his attack against Dumas, who at once 
repudiated the revolutionary views of Laurent : ^ ' To represent me 
as saying that when chlorine replaces hydrogen it plays the part of 
the hydrogen, is to attribute to me an opinion against which 
I strongly protest, as it is opposed to everything I have written on 
this subject. The substitution theoiy expresses only the relation 
which exists between the hydrogen which disappears and the chlorine 
which takes its place,' and further on, ' It is an empiric rule which is 
of value so long as it holds ; if any one has given it an extension 
which was not in my mind, I am not responsible.' When, how- 
ever, Dumas afterwards (1839) obtained trichloracetic acid bypassing 
chlorine into acetic acid, and found that the new compound not only 
retained the characteristic acid property of the original substance, 
saturating the same amount of base and forming salts and esters, but 
yielded chloroform with potash, as acetic acid yielded marsh gas, the 
analogy between the two was complete, and Dumas henceforth 
participated in Laurent's views. 

' It is clear,' wrote Dumas, ' that if I accept this doctrine, which is 
based upon facts, I cannot attach any weight to an electro-chemical 
theory which has been the dominant idea upon which Berzelius has 
sought to construct a universal system.' 

'But these electro-chemical ideas, this special polarity which is 
assigned to the atoms of simple bodies, do they rest upon such dear 
facts that they may rank as articles of faith? Or, if they are 
considered as hypotheses, have they the property of adapting them* 
selves to the fiicts with such certainty that they can be utilized in 
chemical investigations? It must be conceded that such is not the 
case.' 

' Isomorphism — a theory based upon facts — has been a true guide 
in mineral chemistry, and, as is well known, has little in common 
with electro-chemical theories.' 

' Now, in organic chemistry, the theory of substitution plays the 
same part as isomorphism in inorganic chemistry, and indeed it may 
happen that future experience will show that both views are related 
and spring from the same cause^ which may be combined in a 
common expression.' 

' For the present, from the conversion of acetic into chloracetic 
acid and from that of aldehyde into chloral, from the fact that the 

^ amjpC fvnd., 1888, 6, 699. 
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whole of the hydrogen is replaced by chlorine, volume for volumOy 
without changing their original nature we must conclude : 

' Thai there exist in organic chemistry certain types which remain as 
such even after their hydrogen has been replaced by an equal volume of 
cfdorinCy bromine^ or iodine.' 

* That is to say, the theory of substitution rests on facts, and on 
the most striking facts, of organic chemistry.' 

Dvauui' Theory of Types. Dumas' Theory qf Types incorporated 
his former law of substitutions and Laurent's propositions under a 
somewhat modified form.^ 

The new theory was introduced in order to emphasize the differ- 
ence between the substituted compound and the parent substance in 
which the general character or type was preserved, as in the case of 
acetic and chloracetio acid or aldehyde and choittl, on the one 
hand, and, on the other, those substitution products (more especially 
where oxygen replaced hydrogen) which were not related by simi- 
larity of properties as exemplified by alcohol and acetic acid or marsh 
gas and formic acid. The former belonged to the same chemical type 
and the latter to a mechanical or molecular type. 

The two groups may be illustrated by the following examples^ 
using Dumas' notation : 

Chemical type. Mechanical type. 

Acetic acid C4HSH0O4 Alcohol CfHeH^Os 

Chloracetio acid C^HjCleOf Acetic acid Cfi^^Ufi^ 

Aldehyde CfH^HeO, Hanh gas 0,H,H, 

Chloral C^H^ClcO, Formic acid C^H^Os 

Dumas pointed out that the properties of a compound lay in the 
arrangement of its atoms and not in their nature. He wrote: 
' Lavoisier's compounds were & combination of a combustible element 
with a combustion supporting element. The electro-chemical theory 
saw in these an electro-negative and an electro-positive element, which 
is a modification of the same thing. This dualism is unnecessary to 
explain the constitution of chemical compounds, the parts of which 
may be compared to those of a planetary system which are held 
together by mutual attraction. They may be more or less numerous, 
simple or complex. In the constitution of the compound they play 
the same part as the simple elements, Mars or Yenus^ in our planetary 
S3r8tem, the atomic group Earth with its moon, or Jupiter with its 
satellitea If in such a system one part is replaced by another of 
a different kind, equilibrium is maintained, and, if the replaced and 

> Ann. Chim. Phys,, 1840, (2)« 78« 78. 
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replacing elements resemble one another, the new compound has 
similar chemical properties to the original one. If, however, they 
differ they belong to a mechanical system, and the chemical similariiy 
is difficult to recognize.' 

There was a tendency to carry this theory of substitution too iar, 
and when Dumas suggested that even carbon might imdergo substi- 
tution ' the idea was ridiculed by Liebig.' 

In the meantime laebig had himself contributed to the overthrow 
of the electrochemical theory. 

The Constitution of Orgaaio ▲cids. Liebig published in 1838 * 
a paper ' On the Constitution of Organic Acids \ 

The organic acids, it must be remembered, were the only class of 
substances which had representatives of a strictly analogous character 
among inorganic compounds, and any new theories respecting the 
structure of the latter would necessarily include organic adds. 
Before discussing the subject of Liebig's paper, it may be well to 
gain some idea of the views generally held in regard to the constitu- 
tion of acids and salts. In inorganic chemistry salts of oxyacids 
were assumed to be compounds of non-metallic oxides (called acids) 
with metallic oxides or bases. What we now term acid was the 
hydrate, the water being sometimes termed basic water, which indi- 
cated that in the formation of salts it was replaceable by a base. 
The same principle was applied to organic acids and salts, C2O3 
standing for oxalic acid and C4H0O3 for acetic acid, as already pointed 
out (p. 7). The molecular weight of an acid was derived from the 
neutral salts, which were assumed to contain one equivalent of base 
united t<»one of acid. Thus, sulphuric acid and the sulphates were 
written SO3 + Hj^O, SO3 + KO, SO3 + AgO, SO3 + CaO, &c An acid 
salt was a neutral salt combined with an equivalent of hydrated 
acid ; a basic salt was a neutral salt with an additional equivalent of 
base. Bisulphate of potash, as it was then called, had the formula 
SO3 . H2O + SO3 , EO. The molecular weight of an organic acid, like 
citric acid, was determined from its silver or lead salt. According to 
Berzelius C4H4O4 + AgO was the silver salt of citric acid, C4H4O4 + H2O 
was the acid hydrate, and C4H4O4 stood for the acid.^ The varying 
basicity of acids was not recognized. 

There was one exception to the above rules. In ordinary sodium 
phosphate the ratio of one equivalent of base to one of acid would 

1 J*, prakt Oiem., 20, 281. * Annalmj 1840, 83, 80& 

s Afinalm, 1888, 26, 118; Ostwald's Klaasiker, Na 2G. 

* These formulae are obviously incorrect. The correct formula of the acid 
hjrdrate determined by the method described would be C^HfOA-f-H.O*. 
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give the formula (leaving out water) PO2J + NaO, and this was there- 
fore altered to Pa05 + 2NaO. The additional molecule of water, 
which we now recognize as forming a part of the compound, was 
included in the total water of crystallization. But a curious anomaly 
was discovered by Clark. In attempting to prepare anhydrous sodium 
phosphate he found that the ordinary crystalline phosphate loses 
water on heating, but forms a new salt, which has properties entirely 
distinct from common sodium phosphate, and does not unite at once 
with water to form the original compound.^ The explanation was 
given by Graham. He showed that there exists in phosphoric acid 
three molecules of water, which are replaceable by one, two, or three 
molecules of base as follows : 

P2O5 + SHjO ; P2O5 + 2H2O + NaO ; P2O5 + Hfi + 2NaO ; 

PjOg + SNaO; PaO^ + SAgO.* 

He distinguished between the three molecules of combined water 
and the water of crystallization. When the water of crystallization 
is expelled no change in chemical properties results; but if the 
temperature is raised so as to drive off the combined water, then 
salts of new acids are formed. He prepared in this way the sodium 
salts of pyro- and meta-phosphoric acids and the acids themselves by 
heating ordinary phosphoric acid. Oraham proved in this way that, 
whereas ordinary phosphoric acid has three replaceable atoms of 
water and is therefore tribasic, pyrophosphoric acid contains two and 
is dibasic, and metaphosphoric acid only one, and is therefore mono- 
basic. 

liebig carried these researches into the field of organic chemistry. 
He found, for example, that citric acid, like phosphoric acid, formed 
three series of salts, and that the analysis of the acid dried at 100° 
did not agree with the formula of Berzelius, but must be represented 
by CxsHioOii + SHjO. The analogy between phosphoric and citric 
acid could be carried even further, for citric acid on heating loses 
water and is converted into pyrocitric acid (citraconic acid), which is 
dibasic The old rule for determining the molecular weight of an 
acid as the quantity, which saturates one equivalent of base, had to 
be relinquished, and it now became necessary to fix beforehand the 
basicity of the acid before the weight of the molecule could be ascer- 
tained. Liebig's rule was to find, in the first instance, whether the 
acid was capable of uniting with more than one kind of base. Thus 
tartaric acid was dibasic, as it formed, in the case of Bochelle salt 

* Phil. Ttans., 1833, 2, 280. 

* The equivalent notation in which pliosphorus had double its present combin- 
ing weight represented phosphoric acid as POq . 



24 ORGANIC CHEMISTRY 

and tartar emetic, a tartrate of potash and soda, and of potash and 
antimony oxide. Sulphuric acid, on the other hand, remained 
monobasic, because a sulphate with two bases was unknown. The 
acid sulphates continued to be written as a double molecule of acid 
and neutral salt. 

At the close of the paper Liebig reviews the whole question of the 
presence of water in acids. He saw that the separation of water by 
the action of a base on an acid is an insufficient explanation, for the 
oxygen of the water may be conceived as coming from the metallic 
oxide just as well as existing already combined in the acid hydrate. 
Moreover, in the case of organic acids the presence of water is im- 
probable, since the anhydrous acids are purely fictitious entities, 
having never been isolated. 

Liebig revived the theory of Davy (1809) and Dulong (1819) in 
regarding acids as compounds of hydrogen,^ and he pointed out, as 
they had done, that it was illogical to separate the halogen acids, 
hydrocyanic acid, and hydrogen sulphide from the oxyacids by an 
artificial barrier. He further contended that if, for example, silver 
sulphocyanide is Cy2S + SAg, the silver, being already present as 
sulphide, should not separate in this form when hydrogen sul- 
phide acts upon the salt, but the reverse actually happens ; if, then, 
silver sulphocyanide is Cy2S2 + Ag and the sulphocyanic acid is 
CyjSj + H2, then cyanic acid must be Cy202 + Hg, and so on with the 
other acids. 

The conception of acids as compounds of hydrogen did not at once 
replace the older view, but by affording a simple and legitimate 
interpretation of the formation of salts from' acids by the substitu- 
tion of hydrogen by a metal, it threw doubt on the validity of the 
electro-chemical theory. 

Oerhardt and ZAurent. The theory of polybasic acids was 
subsequently modified and expanded by Charles Oerhardt and 
Auguste Laurent, two chemists whose names will always be linked 
together in the history of chemical science. They were essentially 
reformers, and, like many ardent reformers, they relentlessly threw 
over time-honoured formulas and rode rough-shod over cherished 
traditions. In their place they set up empiric rules of classification 
and artificial systems of notation and nomenclature which were 

' Davy supported his Tiew on the ground that potassium chlorate parts with 
its oxygen on heating and forms potassium chloride, and concluded that this 
stronger affinity of the metal for the acid than for oxygen must also obtain 
among the oxyacids. Dulong based his opinion on the constitution of the 
oxalates, which he regarded as carbon dioxide united to the metal, thus: 
2C02 + Pb nnd oxalic acid 2C0, + H, . 



GERHARDT AND LAURENT 25 

difficult to understand or assimilate. They thus alienated the sym- 
pathy of their fellow chemists, who treated them in a manner now 
painful to contemplate. Although no action on the part of G^rhardt 
and Laurent justified such treatment, yet it must be confessed that 
had they adopted a less uncompromising attitude towards men who 
were their seniors in years and reputation, it would have gone far to 
soften the asperities of a situation which they unfortunately helped 
to create.' 

The Unitary System. Oerhardt and Laurent clearly saw the 
confusion into which the electro-chemical theory had plunged organic 
chemistry, and they set themselyes resolutely to extricate it from the 
network of vague and unprofitable speculations in which it had 
become inyolved. In Laurent's preface to his Chemical MeiJiod^he 
writes : ' The confusion which reigns in the ideas is even greater than 
that which obtains in the facts ; for the principles upon which the 
majority of chemists rely for the explanation and co-ordination of 
facts are so vague, so uncertain, that not only do two chemists explain 
the same phenomena in two different ways, but even one and the 
same person abandons an explanation he gave yesterday for a new 
one he proposes to-day, and which he will abandon to-morrow for 
a third.' Oerhardt, in his Pr6cis de Chimie Offfanigue (1844), says 
much the same thing : ' When a chemist at the present time observes 
a reaction or analyses a new substance his first care is to conceive 
a little theory which shall explain the phenomena according to 
electro-chemical principles, and it is customary to create a hypo- 
thetical radical in order to adapt these principles to the new com- 
pound ' ; and again, ' Six or seven formulae have been suggested for 
alcohol, each observer trying to support his own ; but after all, each 
of these formulae is but the expression of one or two reactions. Upon 
one thing only are we agreed, and that is the empiric formula for 
alcohoL' They laid aside the electro-chemical theory and the doctrine 
of the compound radical as fixed, proximate constituents. Organic 
compounds were no longer binary compounds, nor an arrangement 
of certain fixed groups of elements. They were, as Dumas expressed 
it, Mifices svmpUa, simple structures, in which one or more elements 
might be replaced by others. In opposition to the binary or dualistic 
principle the system was termed unitary. Reactions were expressed 
by equations, but not in the customary fashion, for they did not, by 
introducing radicals, formulate any preconceived internal structure of 

1 ru de Charles Oerhardt, by Grimauz and Gerhardt, Hasson & C*'', Paris, 1900. 
' Chemieai Method, by A. Laurent, trans, by W. Odling, Cayendish Society's 
Publications, London, 1855. 
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the substanceB taking part, but merely indicated the interchange of 
constituents. The interchange was ascribed to the stability of such 
combinations as water, hydrochloric acid, carbonic acid, and ammonia, 
which, though they might be eliminated in the process, did not there- 
fore pre-exist in any of the reacting substances. The new compound 
was formed by a double decomposition accompanied by the removal 
of a pait of the reagent, in combination with part of the reacting 
substance, and the residues or resiants then united. 

OerhardVs Theory of Bendnas. This embodied the principle 
of Oerhardt's system of residues and copulated compounds which 
appeared in 1839.* The fundamental idea was that of substitution, 
for, according to Gerhardt's rule, * the element which is removed is 
replaced by the equivalent of another element or by the residue of 
the reacting substance.' 

Gerhardt represented the action of nitric acid on benzene thus: 

residue product eliminated residue 

C,H4 ^« + 2 OaHN 

Benzene Nitric acid 

The residue HNO2 replaced the atoms of hydrogen in benzene. The 
action of ammonia on benzoyl chloride was expressed in a similar 
way : C7H5OCI + NH3 = C^HgOCNHg) + Ha 

Chlorine is removed from benzoyl chloride and hydrogen from 
ammonia, and the two residues unit^ to form benzamide. 

Ooidiigatad Oompoiindji. The introduction of the term copula or 
conjunct arose in the following way: the action of nitric acid on 
benzene, or sulphuric acid on alcohol has no parallel in that of an 
acid on a base in inorganic chemistry, except that water is removed. 
Nitrobenzene is not a salt, for the acid and base cannot be replaced 
by other acids or bases, and in sulphovinic acid and the sulphonic 
acids the sulphuric acid can no longer be detected by ordinary 
reagents. The original constituents are completely masked and the 
residues may have their atoms differently arranged. They are, as 
Dumas expressed it, in a form of substitution,* The action of nitric 
acid on benzene can be represented as a substitution, as already 
pointed out, but not that of sulphuric acid on a hydrocarbon or 
alcohol, for the saturation capacity of the acid, according to the 
formulae then in use, remains unchanged. Different bases may 

> Ann. Chim, Phys.j 1839, 72, 180. 

' Til is form qf subititution bears a close resemblance to non-ionisable com- 
pounds. 
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saturate the acid, but the organic constituent remains permanently 
attached. This indifferent residue which was attached to the acid 
was called by Gerhardt^ the copula and gave rise to the term 
copulated compounds (sels copulas), which, however, very soon lost 
its original meaning. When the different basicities of the acids 
was recognized and sulphuric acid became in Gerhai*dt*s system 
dibasic then the term copulated compound or conjugaUed congpound^ 
as it was called by Dumas, received the following interpretation:' 
^The basicity or saturation capacity of a conjugated compound is 
always le^ by one unit than the sum of the basicities belonging to 
the two original substance&' Thus benzenesulphonic acid, obtained 
from benzene and sulphuric acid, is monobasic, whilst benzene- 
sulphobenzoic acid, which is formed from benzoic acid and sulphuric 
acid, making a total of three units of basicity, is dibasic. When the 
majority of organic compounds with acids was embraced by the term 
conjugated, this rule was applied to determine the basicities of acida 
It was taken as a proof that nitric acid was monobasic because it 
formed a neutral compound with benzene, 

Fommlae of Oerhardt aad ZAurent. The attempt to attach to 
the terms atom, molecule, volume, and equivalent a definite and 
logical meaning and to establish a rational system of chemical 
formulae was one of the most important services rendered by 
Gerhardt and Laurent to chemical science. It has already been 
stated that the different opinions which existed on the interpretation 
and in the application of these expressions, was such that many 
chemists had renounced the atomic system of Berzelius and taken 
refuge in Gmelin's equivalent notation. Their troubles were not at 
an end and difficulties still pursued them. It could scarcely be 
otherwise so long as the molecule remained an indefinite quantity, 

Gerhardt' introduced a new principle. Reviving Avogadro*s law, 
though in a somewhat restricted sense, he proposed to make the 
equivalents, by which he implied molecules, of all volatile compounds 
and gases correspond to equal volumes. For this reason he reinstated 
Berzelius' old formula HjO for water, seeing that it was composed 
of two volumes of hydrogen and one of oxygen. From the density 
of mercury vapour, mercuric oxide received the formula HgjO in 
place of HgO, and the other basic oxides were referred to the same 
general type M^O. The result was that the atomic weights of all 

' Ann, Chim. Phys.f 1839, 72, 186; Qmelin'a Handbook, 7, 218. 

' Prieia de Ckimie OrganiquCy I, 98 ; Laurent's Chemical Method, p. 2U. 

* Prki9 de Chimie Qrffanique, I, 52. 
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the metals were halved, whereby only the alkali metals and silver 
received their present values. 

Zaw of Even Vnmbeni. In his original memoir published in 
1842 Oerhardt^ determined the molecular weight by taking the 
weight of four volumes of vapour (compared with one of hydrogen). 
Finding that by so doing the number of molecules of water or 
carbonic acid removed in a chemical decomposition was always even, 
he proposed to double the molecular weights of these substances 
whereby they would become equivalent to ammonia N^He and 
correspond to four volumes. The decomposition of benzoic acid into 
benzene or of lactic acid into lactide were usually represented as 
follows: 

CJ4H12O4 = C12II12 "^ 2CO2 

Bonzoic acid. Benzene. 

C„HiA-C.Hg04 + 2H,0 

Lactic acid. Lactide. 

It naturally followed that every organic compound contained an 
even number of carbon atoms, which suggested to G^rhardt and 
Laurent the idea embodied in their empiric * law of even numbers *, 
according to which the sum of the carbon and oxygen atoms on the 
one hand and of hydrogen, the halogens, metal and nitrogen, on the 
other, was divisible by 2. 

These views were very soon modified. In the Prdcis de Chimie 
Organique already referred to, in place of four volumes the two volume 
basis of molecular weights is adopted, and all the formulae are halved. 
Hydrochloric acid, ammonia and water appear as HCl, KH, and 
H2O, ether is C^HiqO and alcohol CgHeO, &c. The Law of Even 
Numbers was restricted to the sum of the hydrogen halogens, 
nitrogen, phosphorus and arsenic atoms. The law still holds, and 
depends on the quadrivalency of carbon. Though at the time purely 
empirical, it had the effect of drawing attention to many formulae, 
which proved to be inaccurate and which were corrected and 
simplified. 

Basioitj of Acids. The halving of the atomic weights of the 
metals and the introduction of the two volume standard of molecular 
weights, brought out clearly the relation between related compounds. 
Acetic acid was now written C2H4O2 and silver aoetate CsHsAgO,, 
oxalic acid was C2H2O4 and silver oxalate C2Ag204. The basicity of 
the acid appeared as the number of hydrogen atoms replaceable by 

1 Remu identifique dt QueineviUi, 1879. 
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a metal, and basic u^a^er necessarily vanished. The series were written 
as follows : 

Monobasic, Dibasic. Tiibcisie, 

Nitric acid NO, . H Sulphuric acid SO4 . H, Phosphoric acid PO4 . H3 

Formic,, CHO^.H Oxalic „ CaO^.H^ Citric „ CJI^Ot.Hs 

Acetic f, C^H^tOa . H 

Other criteria of basicity were afterwards added by Gerbardt and 
Laurent. It was no longer essential that an acid to be dibasic should 
form a double salt with two different bases, as defined by Liebig 
(p. 23). Au acid, if monobasic, formed one salt, one ether and one 
neutral amide. It was dibasic if it formed an acid and neutral salt, 
an acid and neutral ether and an acid and neutral amide, as well as an 
acid chloride containing two atoms of chlorine. 

Sulphuric acid and oxalic acid were consequently dibasic and 
formed the following series of derivatives : ^ 

Oxalic acid C^O^ . H2 Sulphuric acid SO^ . H^ 

Potassium ethyl oxalate €204(0.2115^ K Potassium sulphate SO4 . K2 

Diethyl oxalate ^204(02115)] Potassium bisulphate SO4 . KU 

Oxamide 0202(NH,,)2 Sulphovinic acid SOfiOsH,)!! 

Oxamic acid C^OsCNHj)!! Ethylio sulphate 304(021X5) 

The radicals, at first entirely discarded by Gerhardt, were afterwards 
introduced into his residues. It was clear that in a substance like 
acetic ether somi kind of fixity existed between the constituent 
parts, acetic acid and alcohol, from which it was obtained and into 
which it could easily be converted. 

GerhardVs System of Classifioation. We cannot conclude an 
account of Gterhardt's contributions to organic chemistry without 
a brief reference to his system of classification which appeared in 
the Precis of 1844. He begins by defining organic chemistry as the 
cJiemistry of carbon compounds^ and proceeds to show how living 
nature has elaborated the most complex of these substances, the 
simpler ones being products of their decomposition. The latter may 
be obtained artificially; but the chemist has not yet succeeded in 
building up the former. He then proceeds to explain how a simple 
classificaUon may be obtained by arranging compounds having 
similar properties according to the number of carbon atoms which 
they contain, and which he termed ^keUe de combustion. In the 
different series the carbon and hydrogen appear in the ratio of one 
to two. Expanding an idea which Dumas had applied to the organic 
acids, and Schiel (1842) to the alcohols, Gerhardt pointed out that if 
JB stands for this ratio, then marsh gas and the paraffin series are 

^ Laurent's Onmicai Method (Eiig. trans.), 61, 76, and 223. 
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represented by JB*^^^ the alcohols by R^W^ and the acids by BO^, Ac, 
To these series he gave the name of corps homohgues. He arranged 
all organic compounds according to the number of their carbon 
atoms on the same rung of his ' ladder ', and called it a family, 

ZAurenVs AtdmSy IColaeiileSy and Equivalents. In his new 
system Gerhardt regarded as synonymous the terms atom, equiva- 
lent, and volume, by which he understood what we now express by 
the word molecule. Laurent^ drew clearer distinctions between 
them. An equivalent, he stated, was a number which in addition 
to indicating the combining weight also expressed a function of 
an element. Thus, the quantity of different bases required to 
neutralize the same quantity of acid is its equivalent The quantity 
of oxygen which replaces hydrogen in a compound is its equivalent, 
but this does not imply an equal number of atoms ; for it is generally 
found that an atom of oxygen will replace two atoms of hydrogen. 
These equivalents are not easy to determine ; for different groups of 
elements have frequently entirely different functions, which cannot 
be directly compared. Manganese in the manganous salts is equiva- 
lent to calcium ; in the manganates it is equivalent to sulphur (as in 
the sulpliates) ; and in the permanganates to chlorine (as in the per- 
chlorates). But if, he said, we assume that equal volumes contain 
an equal number of atoms (molecules), the atoms become strictly 
comparable quantities independent of the function of the elements 
they contain. In reactions with chlorine Laurent observed that the 
atoms taking part are invariably an even number. Thus, from naph- 
tlialene and chlorine new products are formed both by addition and 
substitution : 

CioHg + CI2 * C10H8CI2 

CioHg + 2CI2 = CjoHgCl^ 

CioHg + CI2 = C10H7CI + HCl, &C. 

Adopting the suggestion made by Ampere that the atoms of 
hydrogen and chlorine are divisible,' he concluded that the elemen- 
tary gases are composed of two atoms, and he then formulated the 
distinction between atoms and molecules, which had been pointed 
out so clearly forty years before by Avogadro and Ampere, and 
which we still accept. When atoms of hydrogen and chlorine unite 
they do not simply become attached ; but the molecules of hydrogen 
and chlorine first divide into atoms : 

HH + ClCl-HCl + HCl 

It was then no longer necessary to distinguish, as Gerhardt had 

^ Chemical Meiftodj p. 7. ' Gtitnieal Uvthod, p. 05. 
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done, between the atoms of elementary gases, which were determined 
from the weight of single Volumes, and those of volatile compounds, 
which were fixed by the ratio of two volumes to one of hydrogen. 
The molecules of all gases could now be brought into line and deter- 
mined on the two volume basis. It was considerations of this 
nature, as well as the law of even numbers, which suggested to 
Laurent the formula Cy2 for free cyanogen, instead of Gy, and 
(0113)2 for that of the newly discovered radical methyl in place 

of CH3. 

In spite of views thus clearly expressed and fully endorsed by 
both Laurent and Gerhardt, it is curious to find in Oerhardt's treatise 
on Organic Chemistry, the first volume of which appeared in 1858, 
the reappearance of the atomic weights and barred symbols of Berze- 
lius, an account of the new system being relegated to the last volume 
of the book. The strong prejudice which still existed in favour of 
the old notation is evident from Gerhardt's reply to Pebal who ques« 
tioned him on the subject: <My book would never have found a 
purchaser.'^ The new system made few converts until after the 
appearance of the celebrated brochure of Cannizzaro in 1858,' in 
which the principle of determining molecular weights by means of 
the vapour density was systematically laid down and logically carried 
through. Until that time the equivalent notation of Omelin became 
almost universal. 

We must interrupt the narrative at this point in order to follow 
the fortunes of Berzelius and his followers, who still adhered to the 
radkal theory^ as it was termed, in opposition to the theory of suJh 
stihUiofk 

The Sohool of Beneliiuij After a masterly criticism of Dumas' 
theory of types,' Berzelius drifted entirely away from the French 
school, which now claimed Liebig and a growing number of the 
younger German chemists among its adherents. Nothing could 
shake his fsuth in the electro-chemical theory to which he clung 
more firmly than ever. 

Reviving Lavoisier's definition of a radical, Berzelius wrote : ' An 
oxide cannot be a radicaL The very meaning of the word indicates 
that it is the body which is united to oxygen. To regard a radical 
as an oxide would be equivalent to supposing that sulphurous acid 
(SO2) is the radical of sulphuric acid, and manganese peroxide (MnO^) 
that of manganic acid.' 

^ Ostwald's Klasaiker, No. 80, p. 66^ footnote. 

* NU090 OmmOo, 18(^ vol. vii. * Jahr9a^, 1S40, 20, MO. 
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As only carbon, hydrogen and nitrogen could form part of an 
electro-positive radical, chlorine as well as oxygen had to disappear 
from the radical. Benzoyl C14H10O2 the radical of benzoic acid, 
originally accepted by Berzelius, was now replaced by 'picramyl' 
Ci4Hio» ftod the chlorine substitution products were explained as chlo- 
rides of hydrocarbon radicals. A difSculty was presented by bodies j 
which contained both chlorine and oxygen. In such cases it became , 
necessary to double and sometimes to treble the original formula. ^ 
This led to the introduction of the copula or conjunct (Paarling), an 
expression borrowed from Gerhardt, but employed in an entirely 
different sense. Thus, phosgene was written CO2 + CGI4, that is a 
compound of oxide of carbon united to the conjunct^ chloride of 
carbon. For the same reason benzoyl chloride became : 

2C14H10O3 + Ci4HiQCIe* 

Thus Berzelius continued laboriously to construct his electro-chemical 

formulae upon a foimdation which every moment became more 

insecure.^ ^ 

Chloracetic acid and acetic acid were at first regarded by Berzelius j 

as distinct and unrelated, acetic acid being the trioxide of acetyl 

G^H^ whereas chloracetic acid was oxalic acid united to the conjunct, 

chloride of carbon, " 

CjgCle + C2O3 + HaO, 

The complete analogy shown to exist between the properties of 

the two substances (p. 20) and Melsens' discovery (1842), that 

chloracetic acid can be converted by reduction with potassium 

amalgam and water into acetic acid, removed this shadowy distinction, 

and both substances now appeared as conjugated compounds of oxalic 

acid, one containing the radical methyl C2Hey and the other chloride 

of carbon Cfil^ : 

CjHg + CaOa + HjO 

CaCle + CgOj + HgO 

The replacement of hydrogen by chlorine in the conjunct did not, 
according to Berzelius, materially affect the properties of the 
compound. 

Still the one compound was virtually, although not admittedly, 
a substitution product of the other. In his satisfaction in the con- 
junct he had sacrificed the integrity of the radical and tacitly accepted 
the principle of substitution. 

In 1845, Hofinann announced the discovery of the chlorinated 

^ JoJkrwfb., 1S89, 19, 876. 
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and brominated anilines,^ and later the iodo-, cyano- and nitro-anilines, 
which still retained the basic character of the original compound, 
although the property was weakened in proportion to the amount 
of hydrogen replaced. Berzelius explained the change by repre- 
senting aniline, as he represented the alkaloids, as ammonia con- 
jugated with a hydrocarbon Gi^Hg + I^^^q ; chloraniline would then 
be ammonia attached to the conjunct Gi2H5Gl2« This view was 
at fireft accepted by Hofmann,* but he soon found a difficulty in 
explaining the anomalous behaviour of aniline oxalate, written 
N2He(C|2H8)H2G204, which, unlike ammonium oxalate, refused to 
yield a cyanogen deriyative on heating. This anomaly is removed 
if aniline is an amido compound ; for if water is eliminated from 
(Gi2Hio)H4N2 . ^2^2^A ^^^ radical phenyl G12H10 must be destroyed.' 

Thus aniline and its derivatives took rank as phenyl substitution 
products of ammonia. 

In spite of the rapidly accumulating evidence in favour of the 
substitution theory, Berzelius never relinquished the electro-chemi- 
cal theory which he had so carefully constructed and so warmly 
defended. 

In the Treatise of 1827 he prophetically wrote: 'An opinion 
long held often brings conviction of its truth. It hides from us 
its weaker points, and thereby renders us incapable of accepting 
adverse views.' ^ Yet nothing could be more unjust than to infer 
that the views of Berzelius, misleading as they proved, were unpro- 
ductive. 

The Beflearchefl of FranUand and Solbe. Two disciples of his 
school, Frankland and Kolbe, contributed between the years 1840 
and 1850 a series of researches of supreme importance to organic 
chemistry, which now rank among the classics of chemical literature. 
Kolbe's opinions were influenced by the results of his first important 
investigation (1844) on the action of moist chlorine on carbon bisul- 
phide;^ for it is here that the galvanic battery is first mentioned * as 
perhaps affording the experimenter a powerful instrument for 
disclosing the chemical constitution of organic compounds'. The 
reaction in question gave rise to a product, which was decomposed 
by potash, forming trichloromethylhyposulphurio acid (trichloro- 
methylsulphonic acid). By the successive replacement of chlorine 

> Cfftem. Soc. MmoirSf 1845, 2, 266 ; Annalen, 1845, 63, 1 ; 54, 28. 

> Annakn, 1848, 67, 172. 

' Armstrong, Memorial Lectwrej Cham. Soc /., 1898, 655. 
* Treatise (1827), vol. iii, p. 50. 
" Anndlen, 1845, 54, 145. 
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by hydrogen Kolbe obtained a series of compounds which in the 
barred notation of Berzelius appeared aa follows: 

HO + CaCla, S2O5 
BO -f C^Bds, S2O5 
BO + CjBj^l, S A 

BO + 0383,8 A 
The compounds were represented by hyposulphuric acid conjugated 
with methyl or substituted methyl radicals, forming a parallel series 
with acetic and chloracetic acids : 

BO + CaClg, CjOj 
BO + CsBeis, C2O3 
BO + CaBsjfil, C A 
BO + C2B3, CgOs 

* The following facts,' he concludes, ' stand in a certain relation to 
the new theory of substitution, and appear at first sight to lend it 
powerful support'^ 

Whilst formally admitting the principle of substitution,* Kolbe 
maintained an unshaken faith in the radicals as proximate con- 
stituents of organic compounds, which, howeyer, can undergo 
substitution by chlorine, bromine, amide, nitrogen peroxide, &c., and 
the object of many of his polemical writings was to rehabilitate the 
radical theory when the rival type theory of (Jerhardt, to which 
reference will shortly be made, threatened to replace it 

It was in the attempt to isolate the radicals that Kolbe and 
Frankland discovered the first general synthetic methods for pre- 
paring the paraffins. As far back as 1834 Liebig had suggested the 
possibility of isolating the radicals, and even suggested a method for 
doing so.' In 1889 LOwig announced the separation of ethyl C4B5 
by the action of potassium on ethyl chloride,* but it is improbable 
that the substance he describes was the compound in question. 
By acting upon ethyl cyanide with potassium Frankland and Kolbe 
hoped to remove the cyanogen and liberate ethyl.* A gas was 
evolved which corresponded in composition to the radical methyl 
C2B3.* In the expectation of preparing methyl chloride they treated 
the gas yrith chlorine, and obtained a compound which coidd be 
liquefied under pressure, and had the composition C^B^CL The 
substance was in fact ethyl chloride, and the hydrocarbon, from 

* iinnoZm, 1845, 64, 187. > AnnaJen, 1860, 76, 214. 

* Annaim, 1834, 0, 15. * Pogg., Ann., 1889, 46, 846. 
■ AmuUm, 1848, 66, 269. 

* This was explained by suppoaing ethyl C4H4 to break up into methyl GaH« 
and olefiant gas CJS^, 
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which it was obtained, ethane ; but, by some alleged discrepancy in 
properties, the true nature of the reaction escaped them, and the 
chloride was described as a conjugated compound of methyl with 
chloromethyl G^Hs. 029^^61. 

Other hydrocarbons, and the first of the highly interesting class of 
organo-metallic compounds, were afterwards obtained by Frankland,^ 
who, in continuation of the same line of investigation, substituted 
the iodides of the radicals for the cyanides and zinc for potassium. 
By the action of zinc on ethyl iodide a hydrocarbon was obtained, 
which was looked upon as the free radical, written now without 
barred atoms^ G4H5,' whilst zinc, ethyl iodide and water, when 
heated under pressure, gave a hydrocarbon which was identical with 
that previously obtained by Frankland and Eolbe from ethyl cyanide 
and potassium, and was consequently methyl O2H3. Then followed 
the discovery of zinc methyl, zinc ethyl, &c., and the corresponding 
tin and mercury compounds and their oxides, whilst LOwig and 
Schweizer' succeeded in obtaining the antimony derivatives, Wanklyn^ 
discovered potassium and sodium ethyl, and Fi-iedel and Grafts,' 
silicon ethyl. 

Not the least important of the contributions made by Kolbe and 
Frankland to organic chemistiy, was the discovery of the synthesis 
of organic acids from the cyanides of the radicals.* This research 
was again suggested by Berzelius' views on the constitution of acetic 
acid, which represented it as oxalic acid conjugated with methyL 

It was well known that cyanogen in aqueous solution gradually 
changed to the ammonium salt of oxalic acid and that hydrocyanic, 
acid could be converted by alkalis into formic acid, which was 
written as oxalic acid conjugated with hydrogen H, G2O3 + HO. 

It naturally followed that methyl cyanide should yield methyl 
oxalic acid, i. e. acetic acid, and so with the other cyanides. The 
experimental results fully corroborated these conclusions. More- 
over, it brought out clearly the relationship of the acids as 
a series of hydrocarbon radicals having a group G2O3, HO in common, 
which translate J into our present notation corresponds to carboxyl : 

HO + H, C2O3 Formic acid 

HO + G2H3, C2O3 Acetic acid 

HO + C4H5, GjjOg Propionic acid, &c. 

1 QuarL J. Qum. 80c., 1849, 2, 268 ; Annalm, 1849, 71, 171. 

* Although Kolhe lued the barred atoms in his formulae, and continued to do 
BO as late as 1850, they were dropped by the majority of chemists, who employed 
only the equivalent notation (C "■ 6 ; O « 8, &&). To avoid confusion the baned 
atom is henceforth omitted in all the formulae. 

* Anntdenj 1850, 76, 815. « Annalen, 1858, 108, 67. 

* AnnaUn, 1868, 127, 81. • AmaUn, 1848, 65, 288. 
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In direct relation to this research stands Kolbe's investigation into 
the behaviour of the fatty acids on electrolysis, which resulted in the 
discovery of a new synthesis of the paraffins.^ It arose out of an 
attempt to oxidize the oxalic acid of the acids to carbon dioxide in 
the hope of liberating the radical with which it was united ; or in his 
own words, ^ Starting from the hypothesis that acetic acid is a con- 
jugated compound of oxalic acid and the conjunct methyl, I considered 
it, under these circumstances, not at all improbable that electrolysis 
might effect a separation of its conjugated constituents, and that in 
consequence of a simultaneous decomposition of water, carbonic acid 
as a product of the oxidation of oxalic acid might appear at the posi- 
tive, while methyl, in combination with hydrogen, viz. as marsh gas, 
would be observed at the negative pole.' Although the process did 
not take place quite in the manner anticipated, the success of the 
experiments is too well known to be I'ecapitulated in detail. The 
radical methyl Cfi^ (in reality ethane) was supposed to be liberated 
from acetic acid, and valyl CgHg (in reality octane) from valeric acid.* 
The idea of the copula or conjunct which was requisitioned by 
Berzelius to divide or duplicate his formulae for dualistic purposes, 
received from Kolbe a rather more definite -signification than Berze- 
lius had attached to it, and led to very interesting developmenta 

If aU the organic acids are conjugated oxalic acids, it follows that 
the character of the radical will undergo a change in conformity with 
this view. For example, the original acetyl radical C^H^ of Regnault 
which was employed to show the relationship between aldehyde, 
acetic acid and allied compounds (p. 16), was now broken up by 
Kolbe into the conjunct methyl, which was attached to carbon thus, 
(C2H3)"C2. The radical contained two pairs of carbon equivalents, and 
different functions were ascribed to each. It was the pair lying 
outside the radical which was supposed to afford the point of attach- 
ment for oxygen and chlorine. Some of Kolbe's formulae appear as 
follows : • 

HO,(C2H3)X2,0 Aldehyde 
HO,(C2H3rC2,03 Acetic acid 

^ Quart J. Chem. Soc., 1850, 2, 157; AUmhic Club Reprints, No. 15; Annalen, 
1849, 69, 257. 

' It is a carious fact that the formulae of both hydrocarbons (in Kolbe's nota- 
tion they stood for C^He, CgHjg) are given correctly, though transposed into the 
modem form they would stand for CH, and O^Hf The correspondence is acci- 
dental, and arises on the one hand from the use of the double molecular formula 
for the acid, and on the other from the fact that the radicals unite in pairs and 
form substances having molecular weights double of those recognized by the 
author of the memoir. 

* See footnote 2 on previous page. 
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(C2H3)rC2,Cl3 Dichloro-hydrochloric ether (trichloroethane) 

(C^Hg)© . (CjCl3rC2,03 Trichloracetic ether 

(CjHsrCjjN Methyl cyanide 



^ X^ Acetamide 



In this way methyl was recognized as an integral part not only of 
acetic acid, but of marsh gas (G2H3)H, which it yielded on distillation 
with lime, and of cacodyl oxide, written (G2H3)2As,0, which it formed 
on heating the potassium salt with arsenious oxide. It explained, more- 
over, why the last equivalent of hydrogen in chloral HO, (C^ClsJC^jO 
was not replaced by chlorine. The same system was applied to other 
acids, benzoic acid and its derivatives being represented by oxalic acid 
conjugated with the radical phenyl CigH^: 

HO,(Ci2H5)"C2,03 Benzoic acid 

H0,(C,2 1 ^* rCg.Oa Nitrobenzoic acid 

H0,(Ci2 \ jqtr rCgjOs Amidobenzoic acid 

Por the same reason that marsh gas became the hydride of methyl, 
benzene appeared as the hydride of phenyl (Ci2H5)H, and phenol as 
its oxyhydrate HO . (Ci2H5)0.* In this way Kblbe sought to rehabi- 
litate the compound radical : 

The constitution attached to cacodyl oxide was later extended to 
cacodyl and the organo-metallic compounds generally in which the 
radicals appeared as the conjuncts of the metals. Kolbe was, indeed, 
the first to interpret correctly the constitution of cacodyl to the 
extent of regarding it as arsenide of methyl (C2H3)2'^As. 

Prankland dissented from this view. It was generally admitted 
that the saturation capacity of a substance was retained in a conju- 
gated compound. Oxalic acid has the same saturation capacity in 
the ftree state as when conjugated with the radical methyl C2H3 in 
acetic acid. This was not the case with the metal in the organo- 
metallic compounds. Cacodyl in cacodylic acid, which is the highest 
oxidation product, is only united to three atoms of oxygen instead 
of five as in arsenic acid, to two in antimony ethyl and to only 
one in tin ethyl. He preferred to represent these compounds as 
substitution products of the metallic oxides: 

> AnmUn, 1850, 76, 1. 
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Orgnno-metallic derivaHou. 

Gacodyl 



Gacodyl oxide 



SbJ 



Sb^ 



Sn 



CvH? 



Cacodylic acid 



Zincmethylium 

Oxide of Zincmethylium 



Siibethine 



Binoxide of Siibethine 



Oxide of Stibethylium 



Stanethylium 

Oxide of Stanethylium 

Iodide of Hydrargyro- 
methylium 



It was in this memoir^ that Frankland drew attention to the 
regularity subsisting between the number of the different kinds 
of atoms which are found in combination with the same elemeni. 
This was the first announcement of the doctrine of valency or 
atomicity, as it was then called, which will be referred to pre- 
sently (p. 50). 

1 Pha, Trans,, 1852, 142, 417. 
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Solbe's Views on Constitntion. This relation of the organo- 
metallic componnds to the oxides of the metals, which Frankland first 
pointed out, suggested to Kolbe a further modification of his theory 
of conjugated compounds.^ As cacodylic acid HO(C2H3)2As03' may 
be derived from arsenic acid SHO^AsOg by replacing two atoms of 
oxygen by two methyl radicals, so carbonic acid may be regarded as 
the mother substance of the organic acids in which part of the 
oxygen is replaced by hydrogen or radicals: 

2HO.C2O4 HO.HCjOa HO . CgHa . CjOs, &c. 

Carbonic acid. Formic acid. Acetic acid. 

This was a counter-stroke delivered by Kolbe at the artificial in- 
organic types, as he regarded them, of G^hardt's new theory which 
had just appeared (see p. 44). Carbonic acid, the raw material of 
vegetable synthesis, was on the contrary a natural type from which, 
as by the vital process^ complex derivatives may be obtained. 

In order to explain the difference of basicity between carbonic 
acid and the fatty acids, the group G2O4 in carbonic acid was split 
into two {Cfi^yO^, and the basicity was made to depend on the 
number of extra-radical oxygen atoms. The above formulae became 

2H0 . (C A),Oa HO . H(C202),0 HO . {0^11^(0 fi^,0 

Carbonic acid with its two extra radical oxygen atoms is dibasic, 
whereas formic and acetic acids, with only one, are monobasic. By 
replacing the last extra-radical oxygen by hydrogen or a radical the 
neutral aldehydes and ketones result: 

H^C,0 J ^*^ } (C,OJ ^^« } (C,0^ 

Formaldehyde Aceialdehyde. Acetone, 

(then unknown). 

If in these more oxygen is substituted, the alcohols and finally the 
hydrocarbons are obtained: 

HO . C,H8,0 HO . *^*2' } C2,0 ^*^^ \ Cj 

±12 / lis / 

Hetbyl alcohol. Ethyl alcohol. Ethyl hydride. 

The curious part played by the molecules of water, which sometimes 
appear upon the scene and again vanish, is due to the insignificant 
rOle assigned to them by Berzelius and his school. 

However fantastic Kolbe's formulae may now appear, the system 
^as in so far successful that it enabled him to foretell the existence 
of many unknown compounds^ some of which, though not all, 
have since been obtained. Thus, formaldehyde was predicted, and 

1 Annalm, 1857, 101, 257 ; 1860, 118, 298 ; Ostwald's Klatnker, No. 92. 
' In these and subsequent memoirs Kolbe discarded th« barred atoms. 
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also the secondary and tertiary alcohola ' For/ says Kolbe, 'suppose 
that we introduce into the alcohols in place of one or two atoms of 
hydrogen the same number of methyl, ethyl, &c., atoms in the same 
manner (as acetone is derived from aldehyde), wo shall obtain new 
alcohol compounds of the following constitution.' 

Normal alcohol HO | ^^^^ I C2,0 



Monomethyl alcohol HO 



Dimethyl alcohol HO 



Methyl ethyl alcohol HO 



'C2H3 
C2H3 02,0 
H 

C2H3 

C2H3 j- C2,0 

C2H3 
C2H3 

C2H3 [ C2,0 



'The monomethyl alcohol will be isomeric, not identical with 
propyl alcohol, and dimethyl alcohol will be isomeric with butyl 
alcohol/ 

Two years later the first of these predictions was yerified by Friedel, 
who isolated secondary propyl alcohol, and the second by Butlerow in 
1864, who prepared tertiary butyl alcohoL They agreed in nearly 
every particular with the properties foretold by Kolbe. 

' These compounds will probably form, with the hydracids, halogen 
compounds like ethyl chloride, also sulphur compounds and mercap- 
tans, and with sulphuric acid, sulphuric ethers ; but those compounds 
which are combined like the dimethyl alcohols will not be oxidized 
to aldehydes and acids, like the normal alcohols, as the two free 
hydrogen atoms^ which in the normal alcohols are attacked, are 
missing. Nor can the monomethyl alcohols which still retain a free 
hydrogen atom be converted into acids, but by the same process of 
oxidation which yields aldehydes in the case of normal alcohols will 
convert the monomethyl alcohols into acetone.' 

We must now pick up the thread of the narrative where we dropped 
it to follow the fortunes of the radical theory. 

The standard of volumes adopted by Gerhardt and Laurent foi 
determining molecular weights served its purpose admirably by 
bringing together compounds which were related to one another, 
but gave no information about their structure. The doctrine of 
residues in its original simplicity could not satisfy the aspirations 
of chemists in face of the powerful testimony which the researches of 
Frankland and Kolbe, Hofmann and many other chemists, had 
brought in support of the radical theory. 
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Williamson's Besearches on Ether. It was at this critical 
period in the history of the science that a short and unpretentious 
memoir appeared, which gave an unexpected turn to the current of 
chemical thought. This was Williamson's research on etherification, 
which was first read at the meeting of the British Association at 
Edinburgh in 1850.^ It is difficult to embrace in a sentence the 
far-reaching consequences which followed its publication. In the 
first place it settled the vexed question of the relation of alcohol to 
ether ; secondly, it introduced a new and important synthetic pro- 
cess ; it showed, further, how chemical methods might be employed 
in determining molecular weights ; but above all it reconciled the 
two contending schools of thought by welding together the radical 
theory with Dumas' theory of types. 

The constitution of alcohol and ether had, as we have seen, received 
various interpretations. Berzelius regarded them as oxides of 
different radicals, Liebig formulated ether as the oxide of ethyl and 
alcohol as its hydrate, Gerhardt in 1844 wrote their formulae G2H6O 
and G4H1QO from the value of their vapour densities, and Laurent in 
1846 explained their relation by comparing them to potassium hydrate 
and potassium oxide, as the hydrate and oxide of ethyl (= Et);' 

KHO EtHO 

KKO EtEtO. 

In 1850 Williamson investigated the action of ethyl iodide upon 
potassium ethylate in the hope of replacing the potassium by ethyl 
and so forming a new ethylated alcohol. 

The experiment gave entirely unexpected results ; for, in place of 
alcohol, he obtained ordinary ether. He recognized the importance 
of the result, explained by means of it the formation of ether, and 
demonstrated the correctness of his conclusions in a series of brilliant 
experiments. Williamson saw at once the application of Laurent's 
and Gerhardt's views, which he was one of the first to adopt, 
formulating the reaction thus : 

^2^0 + C2H5I - IK + ^2^50. 

Kolbe strongly opposed this view and represented the reaction as 

follows : 

C^OKO + C4H6I = 2 (C4H5O) + KI ; 

in which, using the equivalent notation, potassium alcoholate appears 
as a compound of potash and ether. Substituting methyl iodide for 

* Quart. J, Chem, Soc,, 1852, 4, 229 ; Alembic auh Reprints, No. 16. 

* Chemical Methodj p. 75. 
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ethyl iodide, methyl ether and ethyl ether should be formed, sup- 
posing the latter view to be correct, whilst, according to Williamson's 
theory, methyl ethyl ether should be formed. It was the second re< 
action which occurred. 

The experiments clearly demonstrated that ether is deriyed from 
alcohol by replacing one atom of hydrogen by ethyl, and conse- 
quently that it possesses a larger molecule. 

It now remained to explain the formation of ether from alcohol 
and sulphuric acid. 

The formation of ether by heating a mixture of alcohol and sul- 
phuric acid is so simple an operation that it seems not a little 
remarkable that more than two centuries elapsed before the obscurity 
which enveloped this reaction was finally removed. As the study of 
this subject and the discussions which rival theories called forth 
engaged chemists from the very inception of organic chemistry, it 
will not be entirely out of place to trace the phases of its development. 
The first method for preparing ether is ascribed to Valerius Oordus 
in 1540, who called it cHeum vUridli dulce, the name being changed to -^ 

ether by Frobenius in 1730. The compound was formed by heating 
a mixture of alcohol and strong sulphuric acid. Fourcroy and 
Yauquelin explained the reaction by supposing that alcohol loses a _J 

molecule of water. This agreed with the etherin theory and with 
Liebig's later view. The explanation was, however, open to criticism. 
Other dehydrating agents, like potash and baryta, effected no change 
of this kind, and when it was afterwards pointed out that water 
distilled with the ether, it was difficult to conceive how sulphuric 
acid could act by reason of its affinity for water if it parted with it 
in the process. Dabit discovered that the first action of the sulphuric 
acid on alcohol at the ordinary temperature was the formation of 
a new acid, which was not precipitated by barium salts. It was 
termed sulphovinic acid by Sertttrner, who studied it more carefully. | 

Then followed the discovery that the contents of the vessel after ^ 

distilling off the ether could be used for the preparation of fresh 
quantities of the latter by adding alcohol, an observation upon which 
BouUay, the father of Dumas' colleague, founded the present con- 
tinuous process. The first clear experimental evidence as to the 
nature of this curious and coniplex reaction is due to Hennel, an 
English apothecary. He proved that the formation of sulphovinic 
acid is essential to the process. In the first place he found by dis- 
tilling equal quantities of sulphuric acid and alcohol that, as the 
ether distils, the quantity of free sulphuric acid increases, whilst that 
of the sulphovinic acid decreases. If, on the other hand, the mixture 
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is first diluted with water/ nothing but alcohol passes over, and 
sulphuric acid remains in the distilling yessel. He further showed 
that on heating sulphovinic acid, as free as possible from alcohol or 
water, a certain quantity of ether distils.^ Berzelius,' in his Jahres- 
bericht for 1829, attributes to Hennel the view that ether is formed 
by the action of alcohol on sulphovinic acid, and since the latter, as 
Hennel first showed, is a compound of olefiant gas with sulphuric 
acid, ether must be a compound of olefiant gas with alcohol, a con- 
clusion which bears a striking resemblance to the modem view ; but 
there is nothing in Hennel's original paper which we can find in 
support of this statement. 

Hennel rather suggests that, on heating sulphovinic acid, olefiant 
gas is separated in a condition which enables it to unite with one 
proportion of water to form ether and, when diluted, with a laiger 
proportion of water to form alcohol. He subsequently expanded hia 
theory as follows: When sulphuric acid and alcohol are mixed 
sulphovinic acid and water are formed, the latter diluting a portion 
of the free sulphuric acid present. On heating the sulphovinic acid, 
it is the water of this dilute acid which attracts the sulphuric acid 
of the sulphovinic acid, and enables it to split up into ether and 
sulphuric acid. It should be remembered that the composition of 
sulphovinic acid, as determined by Serullas (1829), and later by 
Liebig and Wchler (1833), was represented as an acid sulphate of 

ether, and written 

C4H10O . SO3 + H2O . SOg. 

Liebig, as the result of a series of careful experiments, showed that 
sulphovinic acid does not change below a temperature of 124^, but 
above that temperature it decomposes into ether, sulphuric acid, and 
sulphuric anhydride. He attempted to reconcile these facts with 
Hennel's views in the following manner: the alcohol on fulling 
into the hot sulphuric acid lowers the temperature below 124^ at the 
surface of contact^ forming sulphovinic acid and water, which dilutes 
the sulphuric acid around it. The sulphovinic acid then dififuses into 
the hotter liquid where it decomposes into ether, which distils, and 
sulphuric anhydride which combines at once with the water of the 
dilute acid, regenerating concentrated acid, and is thus capable of 
uniting with fresh alcohoL The simultaneous distillation of water 
was accounted for by supposing that the ether vapour carries with it 
water vapour much in the same way that a high boiling volatile 
liquid may be distilled in steam. Mitscherlich, however, found that 
by passing alcohol vapour into the mixture, so that no lowering of 

^ PkiL Trans., 1826, 2, 240. ^ Jaht^$b., 1829, 0, 294. 
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temperature occurred, the forxnation of other was not interrupted, 
and both he and Berzelius, and afterwards Graham, explained the 
peculiar effect of the sulphuric acid as a catalytic or contact pheno- 
menon, by which they understood such a reaction as occurred in the 
presence of a substance which itself underwent no change, and for 
which no satisfactory explanation was forthcoming.^ 

The composition of ether being now clearly established, William- 
son turned the fact to account in oi'der to explain the production of 
ether from alcohol and sulphuric acid. 

The explanation is the one we still adopt. The process occurs 
in two stages. Sulphovinic acid and water are first produced, 
and the sulphovinic acid reacting with a fresh quantity of alcohol 
forms ether and regenerates sulphuric acid. Ether and water distil 
whilst the sulphuric acid is free to react with fresh alcohol, and 
repeat the same cycle of changes. Williamson confirmed these views 
by showing that mixed ethers could be readily obtained by the use 
of two different alcohols, and prepared in this way a series of com- 
pounds containing from three to seven carbon atoms. 

In reviewing his results he points out that compounds like 
alcohol, ether, acetic acid, and its hypothetical anhydride may be 
regarded as water in which one or two hydrogen atoms are replaced 
by the radicals ethyl and othyl (oxygen ethyl): 

c,H^ C2II50 (c,n,o)o (C2H3OU 

Alcohol. Ethor. Acetic acid. Acotic aniiydrido. 

This memorable paper, which proved so fruitful in results and 
provided such a powerful stimulus to future research, concludes 
with the following words : ' The method here employed, of stating 
the rational constitution of bodies by comparison with water, 
seems to me to be susceptible of great extension, and I have no 
hesitation in saying that its introduction will be of service in 
simplifying our ideas, by establishing a uniform standard of 
comparison by which bodies may be judged of." 

Gerhard t*s discovery of the acid anhydrides, in the same year, by 
heating the acid chlorides with their sodium salts, amply justified 
Williamson's conclusions. 

Oerhardfs Vew Theory of Types. In the following year, 1853, 
Gerhardt^ published his new theory of types, already foreshadowed 
in a memoir by Chancel and himself on The Oonstitutian cf Organic 

* Jahresb., 1835, 15, 243. « Quart. J. Chcm. Soc., 1852, 4, 289. 

» Ann, Chim, P/iys., 1858, 37, 882. 
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CompoundSf which appeared in ihe Bemte Scientifique for 1851. It 
was a direct outcome of Williamson's memoir on ether, though 
unacknowledged at the time of its publication.^ 

To understand this development we must recall a few facts. In 
1849 Wurtz had obtained, by the action of potash on cyanic and 
cyanuric ethers, bases closely. allied in smell and basic characters to 
ammonia, which he compai*ed to ammonia wherein an atom of 
hydrogen was replaced by the radicals methyl, ethyl, and amyl.* 
Although the existence of such compounds had been foretold ten 
years earlier by Liebig, it was the first successful attempt to 
introduce radicals into ammonia. This interesting fact is recalled 
by Liebig himself in a note to Wurtz's paper in the AnnaHen.^ 

' If one considers the combination NH, or amide as a compound 
radical, which possesses the properties of radicals as opposed to those 
of acid radicals, it is clear that ammonia is the hydrogen compound 
of a basic radical, which is similar in composition to hydrocyanic 
acid, but is the reverse in properties. Hydrogen cyanide is an acid, 
hydi'ogen amide has alkaline properties, a difference due to the 
characters of the radicals which they contain. • • . Now we know 
that amide is capable of replacing equivalent for equivalent the 
oxygen of many organic acids, and we find that the new com- 
pounds thus produced have altogether lost the nature of acids, 
being indifferent in their chemical character. . • • If in the 
oxides of methyl and ethyl, the oxides of two basic radicals, we 
wero able to substitute one equivalent of amide for oxygen, 
there cannot be the slightest doubt that we should obtain compounds 
perfectly ^similar in their behaviour to ammonia. Expressed in 
a formula a compound C4H5 -f NH2 = £ + Ad must have basic 
properties.' 

The character which Wurtz attached to these compounds was 
soon afterwards confirmed by Hofmann, who obtained what are 
known as the primary, secondary, and tertiary bases by the action of 
the iodides of the alcohol radicals on aniline and ammonia.^ 

The organic phosphorus compounds which Paul Thdnard had 
discovered in 1845 now received an analogous interpretation. In 
addition to these new classes of compounds, the acid chlorides had 
been prepared by Gahours* in 1845, and the anilides and other 
amides by Gerhardt and Chiozza ® in 1853. 

1 Fttf de GerhartU, p. 412. 

> Compt rmd., 1848, 26, 868; 27, 241; 1849, 28, 228, 828; 28, 169, 186, 208; 
AnndUn, 1849, 71, 826. 
s AnndUn, 1849, 71, 847. * Armalen, 1850, 78, 91 ; 1851, 79, 16. 

• CompU rmi., 1845, 21, 145 ; 1847, 26, 893. • Cowpt. rend,, 1858, 87, 86. 
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All these groups of compounds were now referred by Gerhardt to 
four types. In expounding his theory he says : ' I do not attach to 
these so-called raliondl formulae, which give the molecular constitu* 
tion of chemical compounds, any exaggerated value, because they are 
in fact only the expression of a partial truth, which in a more or less 
complete fashion includes a certain number of chemical changea 
Such formulae, however, appear to me to have their use, for they 
may exert a happy influence on the development of the science, if 
they are viewed from the same standpoint and accord well together.' 

The four types which he proposes are water, H2O, hydrogen, Hg, 
hydrochloric acid, HCl, and ammonia, NH3. Each vertical series is 
derived from the type by replacing the hydrogen by radicals : 



1} 


S} 


5}° 


H 
H 


N 




Type. 


Type. 


Type. 


Type. 




h; 


C2H6 

CI 


C2H5 ) ^ 


H 
H 


■ N 


m^ 


Ethyl hydride 


Ethyl chloride. 


Ethyl alcohol. 


Etliylamine. 




CM 






C2H5 

C2H5 

H 


► N 


— 


Diethyl. 
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Benzoyl chloride. 


Acetic acid. 
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Acetone. 


Cyanogen chloride. 
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They were in a sense mechanical rather than chemical types, for 
the members of one type were connected together more in outward 
form than in properties ; but the typical formulae served admirably 
to express double decompositions, to indicate the relation which the 
function of an element bears to its position in the tjrpe, and finally, to 
explain cases of isomerism. 

Inorganic compounds were also constructed on the system of 

types, nitric acid being represented by Williamson as tt > O, to 
which Gerhardt added Deville's nitric anhydride ^^^ > O. 
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Condensed Types. In developing his views on the constitution 
of the ethers, Williamson had already introduced the idea of the 
condensed water type. He pointed out that it may be usefully 
employed in formulating the action of potash on the organic ethers.^ 

(|*)0j + ^^^(CO) - J50, + ^«^»H,. 

In this equation the two atoms of hydrogen in the double molecule 
of potash are replaced by the group GO. Williamson recognized in 
this the existence of what we now term a multivalent radical, which 
was then called by analogy with the polybasic acids, a polyhasio 
radicdL The group CO was therefore dibasic, or, according to 
Gerhardt, diatomic. The group SOg was regarded in the same light, 
the formula for sulphuric acid being derived from a condensed water 
type of two molecules and written 

Odling extended the idea to other inorganic and organic acids, 
and to the metals themselves : 



Type. 


C,H30|o 

Acetic acid. 


Nitric acid. 


Type. 


Oxalic acid. 


Sulphuric acid. 


Type. 


C.H.O.J0. 

Citric acid. 


Phosphoric acid. 



Wnrts's Beeearches on GlycoL In 1854 Williamson and Kay 
obtained orthoformic ether by the action of sodium othylate on 
chloroform : ' 

Cu}-^^SHJ0=(c,H.?,}03-^3NaCl 

This was the first example of a tribasic hydrocarbon radical. 
About the same time Berthelot was engaged in the investigation of 
glycerine, and found that it unites in three distinct proportions with 
adds, forming acetins, stearins, and chlorhydrins, &c. He concluded 

> The Chemical QaxetU, 1831, 9, 834; AJismbw Qub Reprints, No. 16, 46« 
' Quaff. J. Chem, Soc., 7» 1. 
» Proc. Boy. Soe,, 1854, 7, 136. 
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that glycerine bore the same relation to phosphoric acid that alcohol 
does to nitric acid : 

C,Hs )q PO ) o 

Wurtz quickly perceived that a compound intermediate between 
alcohol and glycerine should exist, derived from a double water type, 
and containing a dibasic radical Before long he had supplied the 
necessary link by the discoveiy of glycol : ^ 

C2H4 ) Q 
HJ^« 

He prepared the compound from ethylene iodide and silver acetate, 
which, on heating together, yield ethylene acetate and silver iodide^ 
Using the typical formulae, the equation appears thus : 

C,H J, + 2C.H^^ } = (c^ C.H, J ^^ ^ 2^ J 
Ethylene acetate on hydrolysis with potaah forms glycol : 
(C a61* } <>« + 2KH0 = C.n, J o, + 2<^^H»g } O 

Mixed Types. The use of condensed types was shortly followed 
by the introduction of Kekul^'s mUed i^es* which he set forth in 
a paper On the so-called Conjugated Compounds and the Theory of Poly' 
atomic Badicals, Kekule's object was to explain the constitution of 
Gerhardt's new conjugated radicals, that is, the old conjugated com- 
pounds which, in their new typical garb, played the part of substituted 
radicals. Benzenesulphonic acid, sulphobenzoic acid, and sulphovinic 
acid were written 

CeHjCSO^) ) Q C,H4(S02)0 ) ^^ C^HjCSO JO ) q 

Benzenesulphonio aoid. Sulphobenzoic acid. Sulphovinic acid. 

Benzenesulphonic acid may be represented, according to Kekuld,* 
as derived from the two types of hydrogen and water, 

H ^0^6 



i)« n}^ 



^ Ann. Ckim. Phy8.y 1859 (8), 65, 400. 

* Annalen, 1857, 104, 129. 

' Following a suggestion of Williamson, the symbols for oxygen, carbon, 
sulphur were barred in KekuU's formulae to indicate that the combining weights 
were double those of the equivalent notation* 
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Oxamic acid may, in the same way, be referred to a mixed water and 
ammonia type : 



H 
H 



N g N 



KelraU's Theory of Atomieity. Kekul6 at once saw, as William- 
son had previously done (p. 47), that such a fusion of types to a 
condensed or mixed t3rpe can only occur where a polybasic or 
polyatomic radical is present in the place of two or three atoms of 
hydrogen. Using the dashes of Odling to indicate atomicity and 
the double atoms, which Williamson had reyiyed to distinguish 
Cterhardt's atomic weights (G»« 12, O •» 16) from Omelin's equivalents 
(0=6, Oa8), Kekul6 defines the radicals as follows: 

'A manahmic radical can, therefore^ never hold together two 
molecules of the types.* 

* A diatomic radical can unite two molecules of the types,' e. g. 

e «® 

Thionyl chloride. Salpharie add. Urea. 

or, can replace two hydrogen atoms of the type, e. g. 

Sulphuric anhydride. Cyanic acid. 

'A triaiomic radical can unite in the same way three molecules of 
the types,*' e. g. 

Phosphoric acid. Glycerine. Triehlorhydrln. 

or it can also replace three atoms of hydrogen in two molecules of 
water, e. g. 

Metaphosphoric acid. 

Perhaps the most important part of this remarkable and suggestive 
memoir is the reference to the basicity, i. e. valency of the individual 
elements. 

FT. I ■ 
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Orowth of the Theory of Valaioy. As the whole foundation of 
modem BtructunJ chemistry may be said to rest upon the theory 
of valency, it is necessary to trace carefully the line of thought which 
culminated in its development. 

It is just possible that had no previous literature existed on the 
subject, this property of the elements would have disclosed itself to 
Kekul^'s penetrating inteUect It is none the less true that the 
merit of having been the first to offer a clear exposition of the subject 
belongs to Frankland. 

In studying the organo-metallic compounds, to which reference 
has been made (p. 87), Frankland was struck with the fact that there 
appears to be a definite saturation capacity for the metals, and that the 
number of radicals present affects the number of inoiganic elements 
which attach themselves to the metal in a symmetrical fashion. It 
was this fact which led him to oppose Eolbe's view that the radicals 
are conjugated with the metal. At the dose of this paper ^ Frank- 
land expressed himself as follows : * When the formulae of inorganic 
chemical compounds are considered, even a superficial observer is 
struck with the general symmetry of their construction ; the com- 
pounds of nitrogen, phosphorus, antimony, and arsenic especially 
exhibit the tendency of these elements to form compounds con- 
taining three or five equivalents of other elements, and it is in these 
proportions that their afiinities are best satisfied ; thus in the temal 
group we have NOg, NH3, NI3, NSj, POj, PH3, PClj, SbOg, SbHg, 
SbCla, ASO3, AsHa, A8CI3, &c ; and in the five-atom group NO5, 
NH4O, NH4I, PO5, PH4I, &c. Without offering any hypothesis 
regarding the cause of this S3rmmetrical grouping of atoms, it 
is Bufiiciently evident, from the examples just given, that such 
a tendency or law prevails, and that no maJtter what the character of 
the uniting atoms nwy be, the combining power of (he attracting dement, 
if I matf be allowed (he term, is always saJtisfied by the same numher 
of these atoms.* 

Two years later, in his first publication of theoretical importance. 
Note on a New Series of Organie Adds containing Sulphur,* KekuU 
refers to the basicity of the elements. Various organic compounds 
of the water type such as alcohol, ether, acetic add, and acetic 
anhydride were heated with the sulphides of phosphorus and the 
typical oxygen replaced by sulphur. He shows that the new typical 
formulae of (Jerhardt are well adapted for expressing these changes. 
If, according to the equivalent notation, phosphorus chloride breaks 

' Phil Trans,, 1852, 417. * AnnaJen, 1854, 90, 809. 
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up alcohol into G4H5CI + HCl, why should not phosphorus sulphide 
produce two compounds C4HSS+HS instead of their remaining 
united as mercaptan? With Oerbardt's notation the change is 

C H ) C H ) 

manifest, ^ ^\0 becomes ^ ^ f S, but with phosphorus chloride 

G H Gl 
the alcohol divides up thus, '-rr^p, . He writes : ' It is not merely 

a difiference of notation, but it is an actual fact that one atom of 
water contains two atoms of hydrogen and only one atom of oxygen ; 
and that for one indivisible atom of oxygen the equivalent of chlorine 
is divisible by two ; whereas sulphur, like oxygen, is dibasic, one atom 
being equivalent to two of chlorine.' 

In the memoir already referred to (p. 48), On the 8(hcdlled Conju- 
gated Compounds and the Theory of Polyatomic Badicals,^ Eekul6*s 
views on atomicity take a clearer and more definite shape. He says : 
*The molecules of chemical compounds are formed by the union of 
atoma The number of atoms of other elements which are attached 
to one atom of an element, or (if in the case of compound bodies one 
prefers not to extend the idea to elements) of a radical, is dependent 
on the basicity or affinity of the constituents.' 

* The elements fidl into three main groups : 

'(1) Monobasic or monatomic, e.g. H, 01, Br, E; (2) dibasic or 
diatomic, e. g. O, S ; (8) tribasic or ttiatomic, e. g. N, P, As. From 
these are derived the chief types, HH, OH2, NH3, and the secondary 
types, HO, SH^, PH3.' In a footnote on p. 133 he adds that carbon 
is tetrabasic or tetratomic. 

After this defence of Oerhardt's formulae and clear exposition 
of atomic structure, it is curious to find Eekul^ reverting to the 
equivalent notation in his very next memoir on the constitution 
of fulminating mercury; but such is the despotic power of long 
established custonh 

In discussing the constitution of fulminating mercury, Eekul^' 
pointed out its analogy with a series of compounds which might be 
considered as belonging to the same type as marsh gas, using the 
word in Dumas' sense of one compound being related to another by 
substitution. He succeeded, in fact, in liberating the cyanogen as 
cyanogen chloride by chlorination, and converting fulminating mer- 
cury into chloropicrin. 

Methyl chloride^ chloroform, chloropicrin, and acetonitrile were 

* AnwOtn, 1857, 104, 133. * Anndlenf 1867, 101, 200. 
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grouped with maiih gas, and written in the equivalent notation 
thus: 
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(CgN) Fulminating mercury 



Thus Eekul4 introduced a new type, that of marsh gas, and with its 
introduction the fixity of Gerhardt's types was dissolved ; for it now 
became evident that the grouping of the elements depended, not on 
the nature of the type, but upon that of the elements themselves. 
As typical formulae were not intended to represent the position of 
the atoms, it became a matter of choice to which type a compound 
belonged. Thus, methyl ether may be equally well derived from 
the water or the marsh gas t3rpe : 
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Hethyhunine in the same way may be referred to ammonia, marah 


gas, or hydrogen : 
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QnadriTalenee of Carbon. Early in 1858 Eekuld's celebrated 
paper appeared in Liebig's Afmalen on The Constitution and Meta- 
fnotphoses of Chemical Compounds, and on ihe Chemical Nature of 
Carbon^ in which are embodied his views on the valency of carbon 
and the linking of carbon atoms.^ Shortly afterwai'ds an equally 
remarkable memoir on the same subject by A. S. Couper' was 
published independently in the Annates under the title of A new 
Chemical Theory. 

K^knK's Theovy. Kekul6 has told, in a very graphic way, how 
these new ideas arose. It was during his stay in London. 

' One fine summer evening I was returning by the last omnibus 

^ Annalm, 1858, 106, 129; Ostwald's KlamhvTf No. 145. 
* Ann, Chim, Pkyi.^ 1858 (8), 53, 469. 
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^'outaide*' as usual, through the deserted streets of the metropolis, 
which are at other times so full of life. I fell into a reverie, and lo I 
the atoms were gambolling before my eyes ! Whenever, hitherto, 
these diminutive beings had appeared to me they had always been in 
motion ; but up to that time I had never been able to discern the 
nature of their motion. Kow, however, I saw how, frequently, two 
smaller atoms united to form a pair ; how a larger one embraced two 
smaller ones ; how still larger ones kept hold of three or even four 
of the smaller ; whilst the whole kept whirling in a giddy dance. 
I saw how the larger ones formed a chain, dragging the smaller ones 
after them, but only at the ends of the chain. . . • This was the 
origin of the StruduHheorie.'^ 

*It we consider,' writes Eekuld in his memoir, 'the simplest 
compounds of carbon, CH4, CH3CI, CCI4, CHCI5, COCI2, COj, CSj, 
CHN, it is very striking that the amount of carbon which chenusts. 
recognize as the atom, that is^ the smallest part, always imites with 
four atoms of a monatomic or two of a diatomic element, tliat gene- 
rally the sum of the chemical units which are bound to an atom of 
carbon is equal to four. This leads to the view that carbon is tetr- 
atomic* 

' For substances which contain several atoms of carbon, one must 
suppose that a portion of the atoms at least is held by the attraction 
of the carbon, and that the carbon atoms themselves are united to 
one another, whereby naturally a part of the attraction of the one is 
neutralized by an equal attraction on the part of the other.' 

'The simplest and consequently most probable case of such a 
union of two carbon atoms is that one unit of affinity of one carbon 
atom is bound to one of the other. Of these 2x4 units of affinity 
of the two carbon atoms, two will be used to unite the two carbon 
atomSy and six will remain over to attach the other elements. In 
other words the group G^ is hezatomic. . . .' 

'If more than two carbon atoms unite in the same way, the 
basicity of the carbon group will be increased by two units for each 
additional carbon atom. Thus the number of hydrogen atoms which 
may be combined with n carbon atoms is expressed by 

n(4-2) + 2«2n+2. 
^ . . Up to this point we have assumed that all the atoms attaching 
themselves to carbon are held by the affinity of the carbon. It is 
equally conceivable, however, that in the case of polyatomic elements 
(0, N, &c.) only a part of the affinity — for example, only one of the 

^ The KekuU Menwiial Isdure, by F. B. Japp, Trans. Chem. Soe,, 1898, 73» 97. 
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two units of affinity of the oxygen, or only one of the three units of 
the nitrogen — is attached to carbon ; so that one of the two units of 
affinity of the oxygen and two of the three units of affinity of the 
nitrogen remain over and may be united with other elements. 
These other elements are therefore only in indirect union with the 
carbon, a fact which is indicated by the typical mode of writing the 
formulae.* 

Kekul^ does not recognize only this one kind of attachment of the 
carbons. He points out that another kind of combination may occur 
involving a closer union of the carbon atoms, an idea which was 
expanded seven years later (1865) in his theory of the benzene ring. 

Couper's Theory. Couper' arrived at similar conclusions from 
a different starting-point. His paper, which is characterized by 
remarkable perspicuity and breadth of view, has perhaps scarcely 
received the full recognition which it merits. Couper begins by 
rejecting the type theory of Gerhardt as artificial and unphilosophical, 
and lays stress on the fact that the properties of compounds must in 
the end depend on the nature of their atoms. Gerhardt's system is 
like refeiTing a language to certain types of words, from which all 
others are formed, instead of to the individual letters. The atoms, 
he considers, are held together by virtue of two properties, elective 
affinity or chemical affinity and degree ofaffinifff, which corresponds 
exactly to our word valency. 

In regard to carbon (1) it unites with an even number of hydrogen 
atoms, and (2) it unites with itself. The maximum number of atoms 
with which it can combine is four. The following are some of the 
formulae proposed by Couper which, apart from the presence of the 
double atom of oxygen, bear a complete resemblance to those in 
modem use (C « 12 ; = 8): 
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Nature, 1909, p. 829. 
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The two papers by Eekuld and Couper are the foundations upon 
which the modem structural formulae of organic compounds rest. 
It must not be supposed that the typical formulae were at once dis- 
carded in favour of the modern notation. On the contrary, the 
typical notation was in general use for many years after the above 
memoirs had appeared, and was evei;^ retained in Eekul^'s textbook 
of organic chemistry which was published as late as 1866. It is 
evident^ from the facts recorded in the next chapter having reference 
to the basicity of lactic acid, that the true significance of Eekul^'s 
and Couper's views had not then (1868) taken root 

Modem Stmetiiral Fomralae. It is in fact difficult to assign 
any particular date to the introduction of the modern structural nota- 
tion. Its adoption was the result of a gradual and almost imper- 
ceptible development. Frankland made a distinct advance by deriving 
his compounds fix>m the marsh gas or its condensed type, and break- 
ing up the rest of the molecule attached to the typical carbon atoms 
into tervalent groups thus : 

fHj (Ha (O 

cJh cJo- ^Joh 



I h Ioh ^2 1 o 

(oh (oh 

AlcbhoL Acetic acid. Oxalic aoid. 

Although there is evidence that the principle of carbon linkages, like 
that suggested by Gouper, was fully recognized before its actual 
adoption,' it was not until 1866 that the first appearance of the 
modern system of notation occurs in two papers by Erlenmeyer,* 
foUowed in 1867 by a clear exposition of the subject by Frankland.' 
The necessity for the replacement of rational by structural formulae 
became more and more emphasized with the growth of the subject^ 
and especially with the extension of the views on isomerism which 
demanded a more delicate and perfect language for its expression. 
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CHAPTER II 

THE VALENCY OP CARBON 

The early history of valency has been described in the introduc- 
tory chapter (p. 50). Whilst its later development, especially in 
connection with organic chemistry, has been attended by results of 
the highest theoretical and practical value, the subject as a whole 
has made little advance. This is due to the apparently variable 
character of the property in every element including carbon, and is 
plainly indicated by the number of more or less unsatisfactory 
attempts to find a comprehensive generalisation. 

The term valency is applied to the saturation capacity of one element 
for other elements, and must not be confused with the strength of the 
attachment or chemical affinity ; it is in fisust noteworthy that the 
lowest valency is found among those elements in the two end 
groups of the periodic system which exhibit the greatest affinity, or, 
as Hinrichsen ^ puts it, ' the energy content of an atom is the greater 
the smaller its active valency.' 

The various speculations on the relation existing between valency 
and affinity and the origin of the phenomena will be discussed 
presently. 

As hydrogen is one of the elements of lowest combining capacity 
which rarely unites with more than one atom of a second element, it 
might serve as a useful standard for determining the valency of the 
other elements ; but the small number of hydrides which it forms, 
especially with the metallic elements, rather restricts its application. 
The halogens which might be employed in place of hydrogen cannot 
always be relied on, as they do not possess a constant valency and 
form compounds such as HgFg, KI3 and a whole series of oxides. 
Another method which might be employed is to divide the atomic 
weight by the equivalent of the element as determiniod by electrolysis 

^ AnnoUn, 1904, 866, 168. 
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or by the composition of the oxide. Accoi*ding to Faraday's law the 
same quantity of electricity passed through an electrolyte liberates 
equivalent weights of the different elements, or, in other words, 
equivalent weights of different elements convey the same quantity of 
electricity. But in this case it is found that a metal in different 
states of combination, such as iron in ferrous and ferric salts, exhibits 
different valencies, the first liberating 28 and the second 18*6 parts 
of iron compared with one of hydrogen. The use of the oxide presents 
difficulties of another kind, for the equivalent in the oase of PbsO^ 
would give a valency value for lead determined by the fraction 
207/776. 

Beturning to the first method, how are we to interpret the valency 
of nitrogen in the two compounds, ammonia NH3 and azoimide N3H ? 
Here a very simple explanation suffices. In both compounds the 
nitrogen is tervalent^ but in the second the nitrogen atoms are linked 
together in the form of a univalent group : 

i>- 

This formulates the mutual attachment of similar multivalent atoms 
and introduces an entirely new conception into the idea of valency. 
It was a fundamental part of Kekul^'s and Couper's theory of the 
structure of carbon compounds, and has become so interwoven with 
the idea of valency that its intrinsic novelty is apt to be overlooked. 
All-important as the conception has turned out in its application to 
the compdhnds of carbon, which stands almost alone as an element 
of definite valency, it has afforded the widest interpretation in 
deterayucuDg the structure of the compounds of most of the other 
elemento. 

Thu8> in the case of alumina, AlgO^, we may formulate a structure 
in which two atoms of metal or of oxygen, or the three atoms of 
oxygen, or, again, an alternate atom of aluminium and oxygen are 
directly attached, so that any arrangement may be devised to suit the 
desired valency of the atoms under consideration. In short, whilst 
the linking of atoms has afforded a firm foundation for building up 
the structure of compounds with elements of definite valency, its 
employment in other cases has generally served to increase the 
number of possible formulae. 

Vftlenoy, a Variable Quantity. Influenced by the success which 
attended the application to carbon of the principle of linkages, Kekuld 
was led to infer that valency was a definite and unalterable quantity 
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bound up with each atom. The variable valency of certain elements, 
especially of the nitrogen and halogen groups of the periodic system, 
subsequently led to the complete abandonment of this view. It 
was impossible, for example, to reconcile the structure of NH4CI as 
consisting of NH3 in molecular attachment to HGl with Meyer and 
Lecco's observation that diethylmethylamine + methyl iodide gave 
the same product as dimethylethylamine + ethyl iodide and also 
with the existence of the numerous optically active ammonium 
compounds (Part II, p. 304). 

If, with Kolbe, we regard each element as possessing a maximum 
valency, a view which has been widely adopted, the question arises 
as to how this maximum value may be ascertained, for it is a curious 
fact that in the periodic table the oxygen value rises from group I to 
group VII, whilst the hydrogen value rises to group lY and then falls 
again. If we adopt the valency of the highest oxide we are con- 
fronted with the uncertain value for oxygen, which sometimes appears 
to function as a quadrivalent atom. On the other hand, the atomic 
weight being known, the periodic classification or the atomic number 
(see p. 97, footnote) affords at times a valuable guide. 

Abegg and Bodl&nder^ regard each atom as possessing the same 
total number of valencies, namely eight, which are distributed 
between positive and negative, the positive diminishing from 7 to 1 
in the first seven groups of the periodic system and the negative 
increasing in the same order. Of these two kinds the positive or 
negative predominates in each atom and is termed the normal valency, 
whilst the subordinate kind is called a contravalenctf. In the middle 
or fourth group, which includes carbon, neither predominates, and 
this is supposed to explain the stability of carbon in its union with 
both electropositive and electronegative elements, as in methane and 
carbon tetrafluoride. The distribution of normal and contra-valencies 
in the seven groups is as follows : 

noimal +142 + 8 -3-2-1 

contra -7-6-5 +5 + 6 + 7 

The weak point of the scheme is the existence of the seven contra- 
valencies among the alkali metals, for which at present there appears 
to be no evidence. 

According to Clayton,' this decrease in the valency of an element 
for hydrogen in the more electronegative groups cannot be due to 

1 Zeit, anorg. Chem.j 1899, 20, 453 ; 1904, 30, S30. 
" Trans, Ckem. Soc, 1916, 100, 1046. 
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decrease of affinity, and must therefore have relation to some other 
factor which increases by a constant quantity from group to group. 
If this is so, the difference should be capable of being detected by 
reference to the actual hydi'oxyl derivatives of these elements or their 
dehydrated forms. 

Thus, taking the series containing four hydix)gen atoms having the 
maximum valency of their fully hydrated forms, the elements in 
groups y to VIII will be represented as follows : 



Group. 


V. 


VI. 


Hydrated form 


EH4OH 
-H.O 


EH4(0H>, 




-2H,0 


Dehydrated form 


EH, 


EH, 


«-g. 


NHa 


OH, 



VII. 


VIII. 


EH,(OH), 
-8H,0 
EH 

cm 


EH4(OH)4 
-4HaO 
No hydride 



Gla3rton distinguishes between the primary valency which reaches 
a maximum of 4 and a secondary valency which is determined by the 
number of hydroxyl groups. If one each of the primary and secondary 
valencies unite or neutralize one another, the effective valency will 
be lowered by two. For example, if the secondary valency in group V, 
which binds the hydroxyl, unites with one of the primary valencies 
which attaches the hydrogen, the total valency will be lowered by two 
and NH3 will result. In group VI, H2O, and in group YII, CIH 
will be formed, whilst the elements in group VIII do not combine 
with hydrogen. 

Clayton indicates the primary and secondaiy valencies by a con- 
tinuous and a dotted line respectively, which, when unattached, are 
represented as forming a loop. 

Ammonium hydroxide and ammonia and methyl ether and its 
additive compound with hydrogen chloride are represented by the 
following formulae : 



H— 



H OH 

N— H 

I 



H 

I 

H— n:" 

I 

H 



CI II 

\y 

CH3— O— CH, 

'. ) 





H,C— O— OH 

' 



Tervalent Cavbon. Although the valency of carbon has offered 
fewer anomalies than that of any other element in the interpretation 
of the structure of its numerous compounds, there exists one example, 
namely, triphenylmethyl G(C6H5)3 in which there is reason to believe 
that carbon, at least in solution, is tervalent There is intrinsically 
nothing novel or surprising in the existence of a combined atom with 
one unused valency, for nitrogen in nitric oxide, NO, must possess 
a free valency whether oxygen is bi- or quadrivalent. It may be 
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pointed out that in both compounds the unsaturated element is I 

attached to an electronegative group or atom. Triphenylmethyl 

contains the strongly electronegative group (CeHg)^ united to carbon, | 

whereas in nitric oxide the nitrogen is linked to electronegative I 

oxygen. Such compounds as CH3, NH^, or NH^ in which the carbon 1 

and nitrogen are combined with electropositive elements are unknown. 

These and similar £acts have led Michael * to draw the conclusion that 

union with negative atoms can produce self-saturation, but not if 

the combination includes positive ones. The tendency for carbon 

and nitrogen to polymerise (that is, for similar atoms to unite) is 

promoted by union with 1, 2, or 3 atoms of hydrogen. Thus CH, 

GH2, and CH3 appear, not as free entities, but as acetylene, ethylene, 

and ethane, and NH^ as hydrazine. 

Werner,* who views valency as a quantity which may be differently 
distributed according to'the nature of the atoms or groups involved (see 
p. 85), considers that the phenyl groups in triphenylmethyl saturate 
more of the carbon affinity than, say, hydrogen atoms, leaving less 
affinity for further union. The compound is, in short, more saturated "^ 

than methyl. 

Triphdnylmethyl.* tn 1900 Gomberg,* in attempting to prepare _j 

hexaphenylethane (0,^115)30 . C{^eB.^)z by the action of finely divided 
silver on triphenylmethyl chloride (bromide or iodide) in benzene 
solution, obtained a colourless, crystalline compound having the com- 
position of the required hydrocarbon, but possessing very unusual 
properties. Though colourless in the solid form, it dissolves in most 
Clonic solvents with a distinct orange yellow colour. It is apparently 
unsaturated, for it combines greedily with free oxygen to form a per- 
oxide (CeH5)3CO . C0(C^.H5)3, with the halogens to form triphenyl- 
methyl halide, with hydi*ogen, in presence of finely divided platinum, to 
form triphenyl methane, with nitric oxide and nitrogen dioxide to form 
the nitroso compound with the first, and a mixture of nitro compound ^ 

and nitrous ester with the second.' 

(C,U,)fi. NO, (CeH,)3C . NO,, (C^H5)30 . ONO 

Nitroso Nitro Triphenylmethyl ^ 

triphenylmethyl. triphenylmethyl. nitrite. 

1 J. prakt. Chan., 1899, 60, 295. 

* Neusn Anachauungen avf dem Oebiete der anorganischen Chemie, p. 79. 

' For a more detailed account of the subject the following should be con- 
sulted : Gomberg, J. Amer, Chem. Soc, 1914, 36, 114i, and Das 7)rv;fhenylfM(htfi by 
J. Schmidlin, Ckemia in EinzeidanUUitng, vol. yi, £nke, Stuttgart, 1914. 

* Ber., 1900, S3, 8150. 

* Sohlenk and Mair, £er., 1911, 44. 1169. . 
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It also forms an additive compound with quinone,* 

.0C(CeH,)3 

^OC(CeH5)3 

Moreover, it unites with a variety of organic solvents, paraffins, 
olefines, and aromatic hydrocarbons, ethers, aldehydes, ketones, esters, 
and nitriles, and with carbon disulphide and chloroform, in all of 
which two molecules of triphenyl methyl are combined with one 
molecule of the organic solvent in the form of well-defined crystalline 
substances, which are, however, easily dissociated on heating. It also 
enters into reactions with phenol,' primary and secondary amines, 
phenylhydrazine' and diazomethane/ Dissolved in ether out of con- 
tact with oxygen it combines with metallic sodium/ The sodium 
compound NaC(0eH5)3 reacts normally with alkyl halides, forming 
alkyltriphenylmethanes, and undergoes condensation with ketones 
and esters very much after the manner ef the Grignard reagent' 
(p. 208). 

Since Gk>mbergfirst obtained triphenylmethyl, a large number of simi- 
lar compounds containing a variety of aryl radicals have been prepared, 
and they all possess the same striking characteristics. They combine 
readily with free oxygen, &c., and though with few exceptions colour- 
less in the solid state, yield a variety of coloured solutions when dis- 
solved.^ The difficulty encountered in determining the true structure 
of these substances arises from the fact that whereas some of these 
compounds, such as tribiphenylmethyl (OeH^GfiHJsG prepared by 
Schlenk and his co-workers,' are unimolecular in solution (deter- 
mined by the cryoscopic method), others, for example, triphenyl- 
methyl, are mainly bimolecular.' It would, therefore, appear that 
in addition to the solid, colourless compound there are two coloured 
substances, a bi- and unimolecular compound existing in the dissolved 
state. But Schmidlin has shown that in a solution of triphenyl- 
methyl, the colourless and yellow modification exist side by side,'^ 
forming an equilibrium mixture which varies with the solvent and 
the temperature. For the freshly dissolved substance, which is at first 

* Schmidlin, Ber,, 1910, 43, 1298. ^ Schmidlin, Ber., 1912, 46, 8180. 

* Schlenk and Bornhardt, Ber,, 1911, 44, 1175. 

« Schlenk and Bornhardt, Annaien, 1912, 304, 183. 

* Schlenk and Marcus, Ber,, 1914, 47, 1664. 

* Schlenk and Ochs, Ber., 1916, 49, 608. 
7 Schmidlin, Ber„ 1912, 45, 3171, 8188. 

> Schlenk, Weickel, and Herzenstein, Annalen, 1910, 373, 1 ; Schenk and 
ReAnig, AnndUn, 1912, 804, 180. 

* Gomberg, Ber., 1904, 87, 2049. >• Ber., 1908, 41, 247J. 
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colourless, becomes quickly yellow. On shaking the solution in con- 
tact with air it loses its colour owing to the formation of the insoluble 
peroxide, when the yellow colour rapidly reappears as a fresh quantity 
of the colourless compound passes into the coloured modification. It 
therefore follows that the colourless and coloured compounds undergo 
isomeric change, but that the coloured modification is the more re- 
active of the two. Schmidlin has further shown that the coloured 
substance is in all cases unimolecular, and, though the quantity in 
triphenylmethyl is small, there is sufiicient present (5 per cent in 
benzene, 17 per cent, in naphthalene) to impart a yellow colour to 
the liquid. 

Wbat then is the relation between the colourless bimolecular com- 
pound and the coloured unimolecular compound ? 

The question has been answered by comparing the properties of 
triphenylmethyl and triphenylmethyl chloride. Both substances are 
colourless in the crystalline state, and triphenylmethyl chloride also 
yields colourless solutions ; but both dissolve in liquid sulphur di- 
oxide with a yellow colour, and both exhibit a fatrly high conduc- 
tivity. They therefore offer a close analogy. It is frequently found 
that isomerisation from a colourless to a coloured substance is 
accompanied by a change from a benzenoid to a quinoid structure, and 
this has been shown to occur in the case of |>-bromotriphenylmethyl 
chloride. Though silver chloride has no action on the substance when 
dissolved in benzene, in sulphur dioxide solution the bromine atom 
is replaced by chlorine, and on evaporating the solvent colourless 
|)-chlorotriphenylmethyl chloride is obtained.^ The change is 
readily explained on the assumption of an intermediate half-quinoid 
or quinci form first proposed by Kehrmann for the coloured salts of 
triphenylmethyl ' 

(C,H«),C^^Br -» (CeH,),C : <^^\<( ' 

CI 

The quinoid halogens thus become labile, and an interchange of the 
chlorine of the silver chloride for bromine occurs, which on removal 
of the solvent passes into jH^orotriphenylmethyl chloride. 

.CI 



(C,H^C : <^_3<( -» (C.H5),C</ \C1 

CI 

> Oomberg, 1909, 43, 406. 

' Btr., 1901, 34, 3816 ; «ee aI(o, Cotaur and Shruchtre, this volum.. Part IL 
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Again, by simply dissolving j>-bromotrlphenyIm6thyl chloride in 
sulphur dioxide and removing the solvent a mixture of j)-bromo- 
triphenylchloride and |^chlorotriphenylbromide is produced : 

a 

(C,Hj)»CClCeH,Br 



1 



(CoH5),CBrCeH4Cl 



In this way triphenylmethyl chloride in isomerising to the yellow 
modification passes into the quinol form, and at the same time under- 
goes ionization into a basic ion, 

(C.H5),C:<^2D>\ 

#|l Quinocarbonium ion. 

to which (Romberg has given the name quinocarbonium, and an acid 
ion. The coloured salts ai*e termed quinocarbonium salts. 

The existence of hydroxytriphenylcarbinol in a yellow and colour- 
less modification, melting respectively at 189-140^ and 157-159°, 
which are interconvertible (acids and the action of light produce the 
quinoid, whilst alkalis promote the benzenoid form)» points to the 
same explanation.^ 

.CeH,OH .=v .OH 

Benzenoid Quinoid 

m. p. 167-159. tit. p. 139-140. 

What, then, is the nature of the yellow ionized compound present 
in the sulphur dioxide solution of triphenylmethyl ? By analogy it 
should consist of the basic quinocarbonium ion and an acid ion, which 
may be the tervalent radical, 

(CcH,),C:/^\/ +C(C«H,)3 

On the assumption that dilution does not change the equilibrium be- 
tween two dynamic isomers, whereas ionization is known to do so, 

1 Qomberg, J, Amtr, Chrnn Soc., 1918, 35, 1035. 




Jaoobeon*s formula. 

which was first suggested by Jacobson, is supported by observations 
of Qomberg and Cone.* Following the same line of reasoning which 
determined the quinol formula for the coloured modification of the 
unimolecular compound, these observers prepared p>bromotriphenyl- 
methyl chloride, which, acted upon by molecular silver, removed not 
only two atoms of chlorine giving the triaryl compound, but also one 
atom of bromine. This could only occur if the nuclear bromine 
atom became attached, as in the former case, to the quinoid nucleus 
(indicated by an asterisk). 



(C,Hs),C<' Nfir -^ (CeH,),C:<' V 

I \==/ \ ^\C(C,H^AH4Br 

Moreover, Jacobson's formula explains in a simple way the action of 
acids on triphenylmethyl,^ which yields a compound first obtained by 
UUman and Borsum.' 



(C,H5),C : / V -» (C«H,),CH^ VcC.Hj), 

The only other compound whose structure has yet to be considered 

> Annalen, 1911, 381, 84. 

' According to Beer*8 Law the intensity of colour in a solution is proportional 
to its concentration. 

> Hantzsch, Ber., 1910, 48, 8049 ; 1911, 44, 1772; K. H. Meyer, Annalen, 1911, 
880, 212. 

* Ber., 1906, ?9, 3174 ; 1907, 40, 18S0. 

* Qomberg, £er., 1902, 86, 8918 ; 190S, 86, 87C. 

< £er., 1902, 85, 2877; JacolMon, Ber., 1905, 88, 196. 
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Piccard ^ determined the effect of dilution on the intensity of the | 

colour of triphenylmethyl, and showed that it does not follow Beer's 
law,' but that the colour is intensified ; in view of recent observations | 

on the effect of solvents on the equilibria of dynamic isomers,' \ 

Piccard's conclusion that ionization occurs cannot be sustained. 1* 

Nevertheless, the observation is of interest. 

The existence of the corresponding unionized compound of the 
formula. 
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is the colourless bimolecular modification which exists in the 
free state and in solution in equilibrium with the coloured mono- 
molecular compound. It seems probable that it is either hezaphenyl- 
ethane or an aggregate of two molecules of the tervalent radical. 

The synthesis of hexaphenylethane would have settled the question, 
but so far all attempts to prepare it have failed. On the other hand 
both tetra- and pentaphenylethane have been obtained by Gomberg and 
Cone^ who describe them as stable substances exhibiting, at least at 
ordinary temperatures, no tendency to absorb oxygen, or otherwise 
to behave as unsaturated compounds 

In conclusion, it would seem that every property of the triaryl* 
methyl compounds may be explained by the existence of four modifica- 
tions which in solution are in equilibrium. This equilibrium is re- 
presented by Oomberg^ as follows i 



(06115)30 

n 



(0,H5)gC:<^ 




(C6He)8C— C(CeHj)j 
(CeH5),C:/ V 



G{^6^&)z 



Whether or not hexaphenylethane exists, or the coloured unimole- 
cular compound possesses the quinol structiire, it is abundantly proved 
that the bimolecular compound readily dissociates in solution, break- 
ing up into two molecules of the triarylmethyl compound in which 
carbon is tervalent. 

Schlenk' has also observed that the compound obtained by the 
action of sodium on aromatic ketones has the formula (Ar)2G . ONa 
and not the double formula (see p. 247), and the compound, for- 
merly regarded as ditolane hexachloride, appears from recent deter- 
minations also to have half the molecular weight, and is therefore 
tolane trichloride CeH500l2* CCIO^'H.^.* Both compounds therefore 
contain tervalent carbon. 

Wieland/ it may be added, has found that tetraphenyl hydrazine 
breaks up on heating into diphenyl nitride {0J3,^^ containing 

bivalent nitrogen. 

« 

Bivalent Carbon. There are a number of compounds in which 
there is reason to believe that bivalent carbon is present. Among 

1 Ber.f 1918, 46, 228. 

> Bir.j 1911, 44. 1182^ 1918, 46, 2840. 

' Lob., Ber.y 1903, 36, 3063. ♦ Anncdai, 1911, 381, 200. 

FT. I F 
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these are carbon monoxide, CO ; fulminic acid, C :NOH ; and, according 
to Nefy the aUsyl and acyl isocyanides, BN : C, and acetylene and its 
halogen derivatiyes. Although it is possible to interpret the structure 
of all these compounds, except the last, as containing mutually saturated 
valencies by making oxygen quadrivalent or nitrogen quinquevalent, 
there are chemical as well as stereochemical considerations which make 
such a supposition improbable. If we accept the usual stereochemical 
arrangement of the carbon bonds, it is difficult to conceive of these 
four linkages being brought simultaneously into action with any 
other single atom. The chemical properties of most of these com- 
pounds point in the same direction. 

8tniotiir# of the Zsoc^yamdes. Supposing the inability of bi- 
valent carbon in carbon monoxide to form additive compounds (except 
with chlorine and caustic soda) to be due to the presence of electro- 
negative oxygen, then the replacement of oxygen by a more electro- 
positive group might restore its additive power. Such was Nef s 
reasoning.^ He selected for his inquiry alkyl and acyl isocyanides 
B . N : C and found that his anticipations were correct. The alkyl and 
acyl isocyanides form the following series of additive compounds : 

1. With the halogens (CI, Br, I) combination takes place vigorously 
at low temperatures. The reaction, according to Nef, proceeds in 
steps. The halogen molecule Xj unites first by virtue of its residual 
valency and then separates into its constituent atoms. 

X X 

BN:C<+X:X-^ RN:C/|| -► RN:c/ 

II \x \x 

That the halogens actually take up these positions is proved by the 
fact that union with amines yields guanidinee. 

2. With acid chlorides (acetyl, benzoyl, carbonyl, and chloroformic 
ester) the following are formed, in which the halogen may be 
replaced by hydroxyl : 

BN : CCl 
yCl X!i \ /CI 

y , BN:C<; , CO, RN:C<: 

^COCHa \COCflH5 / \cOOC2H5 



8. The isocyanides unite with free oxygen, reduce metallic oxides, 
and combine directly with sulphur to form carbimides and thiocar- 
bimides : 

BN:C:0, RN:C:S 

» J. Amer. Chem. Soc,, 190i, 26, 1649; Anndlen, 1892, 270, 267 ; 1894, 230, 291. 
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4. They combine with amines H — NHR and hydrozylamine 
H— NHOH : 

/H /H 

EN:0< , RN.CK 

\NHR \NH0H 

5. They combine with alcohols, mercaptans, and hydrogen sulphide: 

EN:C/ , BN:0/ , EN:C/ 

^OCjH, NsCjHg \SH 

6. With phenyl magnesium bromide a compound of the formula, 



RN:C< 



HgBr 



18 formed. 

7. In absence of water the halogen acids produce additive com* 
pounds which by analogy are represented as follows : 

(rN:0/ jHCa 

Moreover, like other unsaturated compounds they polymerise ; thus 
phenylisocyanide rapidly changes to a resinous mass. Hydrolysis, 
on the other hand, produces the formamide BNH . CHO, from which 
it appears that carbon in the isocyanide had three available bonds ; but 
the exact mechanism of the addition process is unknown, and it is 
quite conceivable that the elements of water first attach themselves 
to the carbon atom and that this is followed by the migration of 
hydrogen to nitrogen. 

RN:C<f -* RNH.CHO 
^ iOH 

Nef further points out that many of the above reactions are reversible 
and the isocyanide and its addendum may dissociate at an appropriate 
temperature in the same manner as ammonium chloride. 

There seems no reason, therefore, to doubt the existence of bi« 
valent carbon in alkyl and acyl isocyanide& 

Stmotnre of the ICetallio Qyanides. The metallic cyanides 
probably possess a similar structure. Like the alkyl and acyl iso- 
cyanides, alkaline cyanides readily unite with oxygen. Potassium 
cyanide forms potassium cyanate on oxidation and probably unites 
with chlorine to form KNGCI2. Like the alkyl isocyanidea the 
alkaline cyanides form double salts with the heavy metallic cyanides, 
whereas the few double salts of the alkyl cyanides are much less 

f2 
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stable.^ A significant fact is the existence of sodium ferrofulminate 
Na4Fe(0N : C)e + ISH^Oi which has been proved to contain biyalent 
carbon, so that sodium ferrocyanide by analogy should be written 
Na4Fe(N:C)«.^ Another fact discovered by Nef also points in the 
same direction. Potassium cyanide and ethyl hypochlorite give 
ethyl cyanimido carbonate, the formation of which can only be 
satisfactoiily explained by adopting the isocyanide structure. 

KNC -^ KNC<C * * -* KNC.OC2H5 

\C1 KCN I 

C1C:NK 

<OC2H5 
+ KOH + Ka 
CN 

The behaviour of silver, mei-cury, and certain other metallic cyanides 
of the heavy metals differs from that of the alkaline cyanides. They 
are not oxidised by permanganate and yield isocyanides with the 
alkyl halides, whereas the alkaline cyanides 3rield cyanates in the first 
case and mainly cyanides in the second. On the other hand, the 
acyl halides, such as acetyl chloride, give cyanides and not iso- 
cyanides with silver cyanide. The last &ct disposes of the view that 
the two classes of metallic cyanides are differently constituted, the 
alkaline cyanides being normal and the silver and mercury com- 
pounds having an ' iso ' structure. How are these observations to 
be reconciled ? Nef considers that both classes of metallic cyanides 
have the iso structure and that the difference in behaviour lies in 
the electrochemical character of the metal. Whilst the alkaline 
cyanides react with the alkyl halides by direct addition to give the 
alkyl cyanide thus : 

KNC+RI->KNC<^ -> NCR+KI 

silver cyanide reacts by direct substitution : 

AgNC + RI = RNC + AgI 

There seems to be also some evidence that potassium cyanide forms 
additive compounds with alkyl iodides. 

Wade' in a subsequent investigation, whilst accepting Nef's views 
as to the structure of the metallic cyanides, has given a rather 
different interpretation to the interaction of silver cyanide with the 
alkyl halide, which he represents as follows : 

1 Hofmann and Bugge, Bet\, 1907, 40, 1772 ; Ramborg, Ber,^ 1907, 40, 2578. 
* ATmdUn^ 1894, 260, 885. • Tram, Chm. Soc., 1902, 01, 1608. 
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AgNC + RI -► AgNC -► RNC + AgI 

/\ 
B I 

Thus, while addition to the alkaline cyanide with its strongly 
electropositiye metal takes place at the carbon atom, in the case of 
silver cyanide with the weaker electropositive metal it occurs at the 
nitrogen atom. It must be admitted that neither proof appears 
very conclusive. 

Sidgwick^ has made the ingenious suggestion that in all cases 
addition to carbon takes place, and that the additive compound may 
exist in two stereoisomeric forms : 

RCI RCI 

MN NM M «= Metal 

I. II. 

Formula II, corresponding to the synaldoximes, represents the additive 
compound of the alkaline cyanide and yields, by removal of the 
metallic iodide^ the alkyl cyanide as formulated by Nef* The first 
formula (I), which represents the additive compound with silver 
cyanide, undergoes the Beckmann conversion, and by interchange of 
metal and alkyl group, followed by the detachment of the metallic 
iodide, yields the isocyanide. 

BCI MCI C 

I -^ I -* II 

MN BN BN 

But there is no proof whatever of any such reaction. 

The Stmotnre of Hydrogwi CytaMm. The study of the structure 
of hydrogen cyanide, which, like the nitriles and isocyanides, may 
exist in two different forms, has produced evidence of such a con- 
flicting character that it seems at present purposeless to offer more 
than a brief outline of the arguments for and against the one or 
other structure until the subject has advanced a stage. It is clear 
that no purely chemical method will suffice to settle the question, 
for reasons already given in the chapter on isomeric change (Part II, 
p. 818)i The following facts have been advanced in favour of the 
nitrile structure. Hydrogen cyanide undergoes hydrolysis by alkalis 
which are without action on alkyl isocyanides, whereas adds which 
act slowly on hydrogen cyanide decompose isocyanides with great 
rapidity. Again, the alkyl isocyanides, like the alkali cyanides, which 
may be assumed to be iso compounds, dissolve silver cyanide, whilst 

^ iVoc Qum. Soc.^ 1905^ 21« 120. 
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nitriles and hydrogen cyanide do not When hydrogen cyanide in 
heated it polymeriees ; but there is no evidence that it undergoes 
isomeric change ; nitriles, on the other hand, jrield isocyanides. The 
polymeride obtained from hydrogen cyanide forms glycosine on 
hydrolysis and is therefore aminomalonitrile, NH2.CH(CN)2; indicat- 
ing thereby that the nitrile rather than the isocyanide has undergone 
polymerisation/ There are a large number of chemical facts which 
point in the same direction, such as the preparation of hydrogen 
cyanide from formamide ' and formoxime ' by dehydration, a reaction 
which corresponds to nitrile formation. Its additive compounds with 
metallic chlorides^ resemble those of the nitriles and its stability 
towards ethylhypochlorite and chlorine is in marked contrast to the 
alkyl isocyanides ° (P*^^)* I^ union with diazomethane to form 
acetonitrile* has been discounted as a fact in favour of the nitrile 
structure since the discovery that isocyanide is also formed.^ 

Many of the physical constants also indicate a nitrile structure ; 
its refractivity,' its high dielectric constant and ionising power 
correspond to those of the lower nitriles.' Michael and Hibbert '^ take 
the same view and regard the true hypothetical acid as having the 
isocyanide structure, but from the absence of salt formation when 
pure hydrogen cyanide is added to trialkylamines (though the 
cyanides of these substances can be formed in other ways) they 
conclude that the actual compound is formonitrile. It is true that 
the primary and secondary amines do yield unstable salts, but it is 
contended that the union is accompanied by isomeric change, a form 
of argument which has an air of special pleading. 

On the other hand Ohattaway and Wadmore '^ adopt the isocyanide 
foimula on account of the ease with which hydrogen is exchanged 
for halogen in hydrogen cyanide and its salts. 

C:NH, C:NC1, C:NK 

Cyanogen chloride has the characteristic properties of a nitrogen 
chloride and consequently the isocyanide formula for hydrogen 
cyanide explains most satisfactorily its whole chemical behaviour. 

The weak character of the free acid compared with the effect of 

' Lesoceur and Rigaut, CompL rend., 1879, 80, 810. 
' Hofmaun, Trans, Chem, Soc., 1863, 16, 74. 

* Dunstan and Bossi, Trans, Chem, Soc,, 1898, 73, 360. 

* Klein, Annalenj 1860, 74, 86. 
ft Nef, Annakny 1895, 287, 27i. 

* Ton Pechmann, Ber.j 1895, 28, 857. 

7 Peratoner and Palazzo, AtH R, Aecad, Lincei^ 1907, 16. 432. 

* Brahl, Zeitphysik. Chem., 1895, 16, 513. 

* Schlundt, Zeit,phy8ik, Chem.f 1901, 5, 157. 

** Annalen, 1909, 864« 64. " Trans, Chem, Soc, 1902, 81, 192. 
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the cyanogen group in increasing the acidity of acetic acid (a fact 
which has been advanced by Ostwald as indicating an isocyanide 
structure). 

Acetic acid, K = 00018 
Cyanacetic acid, K = 03700 

loses its force when a similar comparison is dmwn between the 
CCI3 group in chloroform and the same group in trichloracetic acid, 
the former producing a neutral non-electrolyte and the latter a strong 
acid with an affinity constant, K = 1200. Nef has attributed the 
poisonous character and low boiling-point of hydrogen cyanide to 
the isocyanide structure ; but it appears now that alkyl cyanides as 
well as cyanogen produce symptoms resembling hydrogen cyanide 
poisoning. In its ready formation of additive compounds, such as 
HON . HCl and 2HCN . 3HC1, it appears to resemble the isocyanides ; 
but, from their behaviour, it seems that the probable formulae are : 

.NH yjH 

ClCf , HOf HCl 

\H \nH . CHClji 

The weight of evidence appears therefore in favour of the nitrile 
structure ; but, as stated above, chemical reactions alone are incapable 
of settling the question. 

The Stract nrd of Fnlminie Acid. The presence of bivalent 
carbon in fulminic acid has been demonstrated by Nef.^ Mercury 
fulminate, which was discovered by Howard in 1800 and has since 
found such an extended application as a detonator, is prepared by the 
action of mercuric nitrate in nitric acid on ethyl alcohol. The analysis 
corresponds to the molecular formula HgC2N202, and it is therefore 
isomeric with mercury cyauato. Passing over the earlier researches 
of Kekul^ (p. 51), who regarded it as a derivative of nitro- 
acetonitrile, it has been shown that hydrochloric acid breaks it up 
into hydroxylamine and formic acid, suggesting the following formula 
for the acid : 

C:N0H 

: NOH 

The single carbon formula C : NOH or carbyloxime has been deduced 
from its synthesis. Nef obtained it by the action of mercuric chloride 
on sodium nitromethane, which probably reacts by forming a mercuric 
salt of nitromethane and then loses the elements of water. 

^ Anmlen, 1894, 280, 275, 808. 
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HjC :NOhg - C:NOhg + H,0 hg = MS 

II ^ 

O 

Horeover, mercury fulminate when acted on by nitrous acid is 
conyerted into methyl nitrolic acid, (N02)HG : NOH. Seeing that both 
nitromethane and methyl nitrolic acid contain only one carbon atom, 
there is strong proof of the presence of a single carbon atom in 
fiilminic acid. The formation of methyl nitrolic acid from a ful- 
minate and nitrous acid as well as of formylchloride oxime^ by the 
action on the sodium salt of the former with hydrochloric acid, and 
the existence of an additive compound of hydrogen chloride and 
silyer fulminate, all point to the presence of bivalent carbon. 

.H yR M 



HON 



<HON : c/ AgON : c/ 



^NOa 

Additive compounds with hydrogen sulphide and sulphate are also 
known and are readily prepared. 



yH M 

\SH \oSO3H 



HON : C^ HON : ^^ 



'\. 



The structure of formylchloride oxime is further determined by its 
decomposition, on standing, into hydroxylamine hydrochloride and 
carbon monoxide, and by its conversion with aniline into phenyl 
isouretin, the structure of which has been fully established. 

HO.NHOC 

It may also be added that silver nitrite converts formyl chloride 
quantitatively into silver fulminate. 

.a 

HOC + 2AgN02 - AgON : C + AgCl + HNO3 

In addition to Nef s synthesis, already mentioned, fulminic acid 
has been obtained by Wieland ^ from methyl nitrolic acid and similar 
compounds, the formation of which is easily accounted for in each 
case by adopting Nef s formula. Schoil ' found that in presence of 
benzene and a mixture of anhydrous and hydrated aluminium chloride, 
mercury fulminate may be converted into benzaldoxime. The reaction 
is most simply explained in the following way. The hydrated alu- 

1 Ahrens' Vortrdge, 1909, 14, 885. 

* Ber., 1899, 82, 8492 ; 1908, 86, 10, 822, 648. 
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minium chloride liberates hydrogen chloride from the fulminic acid 
and unites with it to form formylchloride oxime, which then combines 
with benzene. 

HON : c/ + O.H, = HON : c/ + HCl 



'6 



\C1 \C.H 



••<; 



^6 



Finally, the molecular weight of the sodium salt has been ascer- 
tained by the cryoscopic method, whilst the nlolecular conductivity 
shows that the acid is monobasic, and both point to the acid possessing 
the unimolecular formula, G : NOH. All ti|at remains is to briefly 
indicate the formation of fulminic acid frouiaM!||^^)iich probably 
passes through the following series of changes : 

CHg . OHjOH -^ CHgCHO-^ HON: OH . CHO-^ HON:CH. COOH 
-> HON : CCNOj). COOH -^ HON : CH(NOa) -> HON : C 

The acid then unites with mercury to form mercury fulminate. 

Sir a c t ure of Ace^lene Compoiinds. Nef ^ found that if dibrom- 
ethylene, C2H2Br2, is acted upon with aqueous-alcoholic soda it yields 
a gas, bromacetylene, C^HBr. This substance is exceedingly reactive; 
it combines vigorously with oxygen, phosphoresces, gives the ozone 
reaction, smells like hydrogen cyanide, and is poisonous. The alkyl 
and acyl derivatives of acetylene, on the other hand, have a sweet 
smell and other properties in marked contrast to the above bromine 
compound. Dibromacetylene, C2Br2, is obtained by the action of 
alcoholic potash in the cold on tribromethylene. It smells like an 
isocyanide, and is both very poisonous and spontaneously inflam- 
mable. Moreover, it combines directly with sodium ethoxide and 
phenoxidetoform dibromophenyl- and ethyl- vinyl ethers, C2Br2H . OR, 
and with hydriodio acid to form dibromoiodethylene, G2HBr2l. The 
fact that all three compounds give dibromacetic acid or its ester on 
oxidation, taken in conjunction with the unstable character of dibrom- 
acetylene, its poisonous properties and striking similarity in smell 
to the isocyanides, led Nef to regard both mono- and dibromacetylene 
as derivatives of acetylidene, CH2:C(» CHBr:C(, CBr2:C(. For 
similar reasons, and also because diiodacetylene breaks up on oxida- 
tion into tetraiodethylene and carbon monoxide, the former is 
regarded as diiodacetylidene. 

2CIa:C + 02 = 2CO + Cl2:Cl2 
The metallic compounds are formulated in a similar fashion, 
CaC: C (, AgjG : G^, &c, and acetylene itself is represented as possessing 
the acetylidene structure. 

1 Annaisn, 1897, 208, 882 ; 1899, SOS, 826b 
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Although exception may be taken to Nefs views on the structure 
of the acetylene compounds, the existence of bivalent carbon in the 
other groups, which have been discussed, seems to be firmly estab- 
lished. The question whether the unsaturated valencies should be 
represented as mutually saturating one another, or free, or, as Nef 
supposes, an equilibrium mixture of both, the free being the reactive, 
and the combined the inactive form, does not seem to possess much 
real significance. 

RR.C^D 71 RR.C< 

Inactive. Reactive. 

The Vatnre of Unsaturated Groups. By an unsaturated group, 
as distinguished from an unsaturated atom, we wish to im^^y the 
union of two atoms whose affinities are not saturated. When the 
union lies between carbon and carbon we obtain the unsaturated 
hydrocarbons and their derivatives. It is clear that in a case of this 
character, as, for example, in ethylene and acetylene, we may indicate 
unsaturation in several ways. Adopting Werner's view that valency 
may distribute itself unequally over the atom, a larger amount will 
be available for uniting unsaturated than for saturated carbon, or 
unsaturation may be indicated by the union of bivalent or tervalent 
carbon atoms, leaving a certain amount of affinity free, or, again, the 
unsaturated valencies may be represented by the method adopted by 
Nef in bivalent carbon compounds, as saturating one another. In 
the last case we obtain what are known as double or treble bonds or 
linkages. Although the double and treble bond is very generally 
accepted, it may be well to state briefly the evidence upon which it 
i*ests. We will then proceed to discuss the theory of free valencies, 
1. e. the union of bivalent and tervalent carbon, and finally Werner's 
theory in its application to unsaturated compounds. 

Theory of the Double Bond. In the first place, there is nothing 
intrinsically improbable in the notion of a force of attraction being 
concentrated at definite points on the atom or having a definite 
direction, which may be symbolized by bonds. The view, indeed, 
receives substantial support from the theory of the valency electron, 
which is discussed later (p. 96). This theory represents valency as 
residing in one or more electrons which occupy a definite position in 
or near the surface of the positively charged atom and send out lines 
of force which either terminate on other atoms and so bind them or 
curve back on the atom from which they proceed. 

But there are other grounds upon which the theory of the double 
bond rests. All unsaturated compounds unite with an even number 
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of univalent atoms or groups ; in other words, the saturation of one 
unsaturated carbon atom necessitates that of the other, and moreover 
the unsaturated carbon atoms invariably adjoin one another. There 
is an obvious connection of a special kind between the two un- 
saturated carbon atoms, for which the device of the double bond is 
made to serve. 

If ethylene and ethane differed merely in the number of hydrogen 
atoms attached to the two carbon atoms, we should expect the heats 
of combustion and formation and other physical constants to be 
determined solely by the presence or absence of hydrogen ; but we 
know that this is not the case. The physical constants for unsaturated 
compounds are fully discussed in a subsequent chapter (Part II, 
chap, i), but it may be stated hei'e that the difference between 
saturated and unsaturated carbon is clearly brought out in the 
values for molecular solution-volume, refractivity, magnetic rotation, 
and heat of combustion. For example, the heats of combustion of 
ethane, ethylene, and hydrogen given by Thomson ai-e : 

CjHfl 370-44 mol.-gi'm.-cals. 
C2H4 38385 „ 

Ha 6836 

If the value for ethylene were that of ethane less two atoms of 
hydrogen, it would be 870-44 - 68-86 = 80208, whereas much more 
heat is evolved. The conclusion is that unsaturated carbon atoms 
are more easily severed than the saturated atoms, and less energy is 
consequently absorbed in the process of cleavage. 

Unsaturated carbon possesses therefore a higher energy content or 
the carbon atoms are at a higher chemical potential than when 
saturated. But evidence of a more convincing kind is derived from 
stereochemical considerations. 

Svidenoe of Stexeoehemistry. The principles of stereochemistry, 
enunciated by van 't Hoff (Part II, chap, iii), are based upon the 
relation subsisting between optical activity and the presence of 
asymmetric carbon in saturated compounds, and again on well- 
marked physical and chemical differences among the so-called 
geometrical isomers of the define series. This theory rests upon 
the assumption of a definite position and direction of the valency 
attachments. But it offers something more than an explanation of 
these forms of isomerism, important though they are. 

We must be careful to recognize clearly that the method of indi- 
cating imsaturation by a double bond is not taken to imply a firmer 
connection between the unsaturated carbon atoms any more than an 
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increased valency value indicates additional strength of affinity 
(p. 56).^ The double bond is, in short, a point of weakness in a 
molecule rather than of strength. Thus, on oxidation with perman* 
ganate or fusion with potash, the double link forms the point of 
cleavage and, as already pointed out, the heat of combustion of an 
unsaturated compound, atom for atom, is greater than tha^ of a 
saturated compound. It contains a larger store of available energy 
and is consequently less stable. 

Various theories giving prominence to the idea of the weakness of 
the double bond have been advanced, and rest mainly on the space 
arrangement of the carbon bonds. If we suppose the bonds to 
diverge at equal angles (109*5^) from the central carbon atom and to 
retain their positions when the two carbon atoms become doubly 
linked, the space arrangement viewed in perspective will appear as 
shown in Fig. 1. 

▲ 

B 





Fia. 1, 

If the single bond represents the direction and measure of the force 
of affinity, the resultant of the two forces acting at an angle of 109*5^ 
will not be the equivalent of the same foi*ces acting in a straight line 
but very much less. According to Baeyer's strain theory (see p. 178), 
if the result of the double linking tends to bend the two pairs of 
bonds from their original positions into a straight line joining the two 
carbon atoms, a condition of strain will be set up which will occasion 
instability. This theory is developed more fully in connection with 
the formation of cyclic compounds (p. 178) ; but it may be mentioned 
here as a significant fact that the ring systems which occasion least 
deformation in the normal arrangement of the bonds contain five and 
six atoms, and of all ring systems these appear to be the most readily 
formed, the most stable, and of the most frequent occurrence in 
nature. Without, therefore, a definite position and direction of the 

^ It is for this and other i-easons that some chemists, notably Lessen {Annalen, 
1880, 204, 295), Hinrichsen {Ueber den gegtnuArtigm Stand dor YaUntiUhre), and 
Werner {Neuere Antchauungm aufdem Qebiete der arwrganischm ChemUi), have refused 
to accept this method of denoting unsaturation. 
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force of affiaity, the theory of stereochemistry in its relation to stereo- 
isomers and ring formation would have to be modified, if not relin- 
qaished. 

The Theory of Free Valeneies. The theory of free valencies, 
V'^^^which was at one time adopted by Fittig to explain the isomerism of 
maleic and fumario acid, has been recently revived by Hinrichsen,^ 
%vho considers that the nature of imsaturation of ethylene compounds 
in no way differs from that of compounds containing bivalent carbon 
(p. 65). They form additive compounds with the same class of 
reagents and under similar conditions, and therefore, if substances 
like carbon monoxide, the isocyanides, fulminic acid, and triphenyl- 
methyl contain free valencies, there is no reason why ethylene should 
be denied this attribute. 

It is true that the non-existence of isomeric ethylenes and propy- 
lenes is not very easily accounted for, 

CM3 — Ga,^ CHft 

I I I 

— CHq CHa — CH CIi« >C 

II I II 

—CHa >CH —CHa — CHj CHj 

Ethylenes. Propylenes. 

but the absence of the radical CH3 Hinrichsen regards as no more 
remarkable than that of .PH2 or NH4. As the electrochemical 
character of elements becomes more emphasized in their lower 
valency combinations without having recourse to multiple linkages 
(e.g. chlorine in HCl is more electronegative than in CIO2), so the 
electronegative character of unsaturated carbon is accentuated in 
acetylene, in which hydrogen is replaceable by metals, and multiple 
linkage may be equally dispensed with. 

Stereoisomerism^ which might present a difficulty, is explained by 
adopting Knoevenagel's view^ of the constitution of carbon com- 
pounds in which carbon and attached atoms or groups in saturated 
compounds occupy the faces of the tetrahedron and not the points, 
whilst in ethylene compounds the two tetrahedra are pivoted on an 
edge and oscillate backwards and forwards, addition taking place on 
opposite faces at the extreme of an oscillation on one side or the 
other. In opposition to this view it is contended that if a compara- 
tively stable compound like ethylene possesses free valencies, there is 
no reason why, for example, an isomeric propylene CHj . CHj . CH^ 
should not exist. 

Now although the balance of evidence would appear to favour the 

1 AnntUen, 1904, 336, 228. * AnmUn, 1900, 3U, 194. 
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existence of double bonds in unsaturated compounds, nevertheless 
certain recent observations have been recorded which seem capable 
of no other simple interpretation than the assumption of free 
valencies. 

The facts are briefly as follows : in 1906 Thorpe and Bogerson ^ 
obtained two esters having entirely distinct properties, to which the 
following formulae were assigned : 

ROjC.qCN). C = CH. COoR ROjC. CH(CN) . C = C. CO^R 

II II 

CM3 0x13 CM3 C1I3 

The two esters on hydrolysis yielded one and the same a^-dimethyl* 

glutaconic acid, that is, the two groupings are identical. 

a ^ 7 a fi y 

— CH— C - CH— — H«C~C « C— 

II II 

R R R R 

Identity was also found to exist in the following pairs: a- and 
ymethylglutaconic acids and the a-methyl-y-ethyl and a-ethyl* 
ymethyl-glutaconic acids. In other words, the « and y positions are 
identical, no doubt for the same reason that determines the equality 
.of the two meta positions in the benzene ring and the identity of 
compounds described under virtual tautomerism (Part II, p. 827). 

Two explanations might be given of the cause of this identity in 
the a and y positions : a dynamical one, based on the assumption 
that the free hydrogen atom oscillates between the « and y positions 
with recurrent change of linkage, or a statical one, in which the 
atomic arrangement is fixed and symmetrical, a condition which 
would involve the conception of free valencies of the end carbon 
atoms or, what amounts to the same thing, the presence of two 
tervalent carbon atoms. 

The two views may be expressed thus : 

>C.C.C< >C-CH— C< 

In 1909 Feist ^ prepared a second and labile (x-methylglutaconic 
acid which at first sight points to the existence of cis- and trans- 
isomerism and was so regarded by its discoverer, and the fact 
appeared to be confirmed by the preparation of other «• and ft- 
monoalkyl, oifi- and ay-dialkyl-, and a^y-trialkyl-glutaconic acids in 
isomeric forms.^ Were this a case of geometrical isomerism, it 
would dispense at once with both the foregoing explanations. 

» Trans. Oum. Soc, 1905, 87, 16C9, 1686. « Anmlen, 1909, 370, 41. 

' Thorpe and Thole, Tiwis. Chem, Soc, 1911, 99, 2187. 
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The inadequacy of the stereoisomeric explanation has been placed 
in a very clear light by Thorpe and his collaborators. a-Alkylgluta- 
conic acid may be taken as a typical case. It is converted on treatment 
with acetyl chloride into an anhydride, which acts as a monobasic 
acid. It forms well-crystallised alkali salts from which acids liberate 
the original anhydride ; it yields an acetyl derivative, and with 
phosphorus chloride, hydroxyl is replaced by chlorine. 

When hydrolysed with strong potassium hydroxide solution or by 
dilute alkali carbonate in presence of casein ^ the anhydride passes 
into the salt of the labile acid, which is rapidly converted by boiling 
with hydrochloric acid into the stable acid. 

The process of formation and acid properties of the anhydride 
point unmistakably to one of the following formulae : 

>,CR— CO XJR:C(OH) 

HCf >0 HC4 >0 

NdH:C{OH) XIH.CO 

I. II. 

that is, the free hydrogen atom of the three-carbon system passes to 
the oxygen, forming a hydroxyl group. Of the two, the first formula 
is preferred owing to the absence of pyruvic acid among the products 
of oxidation, which the second might be expected to yield. Now in 
the conversion of the alkali salt of the hydroxy-anhydride into the 
salt of the labile acid and the latter into the stable acid, the follow- 
ing changes will, according to Thorpe, occur : 

<CR— CO XR . COOH -7CR . COOH 

>0 -♦ HCf -♦ H,CC 

CH : C(0H) ^CHjj . COOH AqH . COOH 

Hydrozy-anhydride. Labile acid. Stable acid. 

The different alkylglutaconic acids examined appear to behave 
much in the same way, and differ mainly in the stability of the 
hydroxy-anhydride and the labile forms of the acids which are 
greatly influenced by the position of the alkyl group. Olutaconic 
acid itself, though it gives a hydroxy-anhydride, forms no labile 
isomer. But what evidence is there for the existence of two 
structural rather than of two geometrical isomers ? 

The evidence is briefly as follows : ^ glutaconic ester and its alkyl 
derivatives containing a mobile hydrogen atom, when treated with 
sodium ethoxide, give yellow sodium ethoxide compounda When 

^ Casein in small quantity acts as an ' anticatalyst *. After treatment wiih 
dilute alkali the acid is converted into the silver salt from which HjS liberates 
the labile ncid. With strong potash the dipotassinm salt of the labile acid is 
formed. 

> Thorjp^ and Bland, Trans, Chem. Soc., 1912, 101, 871. 
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ihe sodium compound is decomposed by water the fii-st product 
according to Thorpe must be the ester of the labile acid, a portion of 
which, according to the varying stability of the acid, would pass into 
the stable ester. 

— BCCOX-Hg RC.COgCjHj 

I II 

OH. *- CH 

I I 

— CH . CO2C2H5 CH2 • CO2C2H5 

stable ester. \ /* Labile ester. 

KC . CO2C2H5 



CH 

I ,ONa 

CH:C< 

X)C,H, 

Sodium ethoxide compound. 

The two esters cannot however be distinguished, since they are 
both insoluble in alkaline solution. But by introducing two negative 
groups into the group carrying the acid hydrogen, the sodium 
compound is thereby rendered more stable in aqueous solution and 
can be separated from the normal ester produced at the same time by 
extracting the latter with ether. 

H . C . CO2C2H5 K • C • CO2C2H5 

I II 

CH, «- CH 

I I /ONa 

OjHjOsC . C . COjCaHs CjH.OCO . C : C< 

^OCjHg 

Stable estor. Sodium ethoxide compound. 

Iv • C • CO2C2H0 R . C . CO2C2H5 



CH -♦ CH 

I /OH I 

CoHicOoC . C : Cv CoHkOqC . CH . COoCoH/i 

\00,H, 

Labile enol ester. Labile keto ester. 



From the sodium compound which is present in the enolic form 
carbon dioxide liberates the labile ketonic compounds. The above 
process has been carried out in the manner described with the 



1; 
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carbethoxy-derivatives of a-methyly ethyl, and benzyl-gluiaconio 
esters and in each case a labile ester was isolated in enol and keto 
forms which underwent conversion into the stable ester. 

The discovery of a third isomer of )9-phenyl-a-methylglutaconic acid 
has afforded the final proof of Thorpe's view.^ 

In the process of synthesizing the ester, two forms were obtained, 
a liquid and a solid, corresponding probably to the cis and trans 
isomer (see Part II, p. 248). When the liquid ester is hydrolysed 
it yields two acids which, according to Thorpe, represent the 
normal and cis acids, whilst the solid ester only gives one 
product. 

If the hydroxy-anhydride, obtained as previously described, is boiled 
with water, it is converted into the normal acid : if treated with con- 
centrated alkali, it forms a mixture of the normal and ds acids; 
finally, if acted on with dilute alkali in presence of casein, only the 
cis acid is obtained. Again, the trans acid may be converted into 
the CIS acid by the action of alkali, whilst the latter passes into the 
hydroxy-anhydride with acetyl chloride. So far no method has been 
devised for converting the cis and normal acid into the trans modifica- 
tion. This dose connexion between the three compounds is further 
illustrated by the fact that all three, when boiled with mineral acids, 
give the same isobutenylbenzene, GH3. GH : G(CoHg)CH3. 



I 

GH3 . C . GO^H 



GgHs . CH 
GH3.C — GO >^ HG.GOjiH \^ GHs.G.GOjH 



GftH/c . C 



GflHj .0 ^ O Normal acid. C^Hg 

GH:G(OH) ^ GH3.G.GO2H ^ COaH.GHa 

Hydroxy-anhydride. \7^i§^ II "^^X Trans acid. 

GIIa.GOjiH 

Ci$ acid. 



A very similar series of experiments conducted by Thorpe and 

1 Tliorpe and Wood, TVxmf. Chem. Soc, 1918^ 103, 1569. 
FT. J O 
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Bland ^ on aconitic acid has revealed the existence of stable and labile 
forms of this acid, which the authors represent by the following 
formulae: 



— CH . COjH CH . COcH 

— CH.COaH CHj.CO^H 



I 
CH.COjH C.COaH 



Stable. Labile. 

Aoonitic acid. 

In this case the labile acid is a comparatively stable substance, 
which differs from the normal acid in its melting-point and in its 
behaviour with acetyl chloride. Whereas pure acetyl chloride free 
from phosphorus chloride gives no anhydride with the ordinary acid, 
the labile modification is converted by both the pure and impure 
reagent No attempt, it seems, has heen made to determine the 
nature of the bromine addition products. 

Werner's Theory of Vneatnration. This theory, which is dis- 
cussed on p. 90 in connection with Werner's theory of valency, repre- 
sents the force of affinity as emanating from the centre of a spherical 
atom and distributing itself evenly over the surface. The distribu- 
tion may, however, ^change according to the nature of the attached 
atoms. In methane, where the atoms linked to the central carbon 
atom are the same, the amount of valency is evenly distributed 
among the four hydrogen atoms. In the case of a substance such as 
ethylene, the attached carbon atoms command a certain larger share 
of affinity. This larger share of affinity would appear at first 
sight to have the effect of binding the unsaturated carbon atoms 
more firmly than the smaller amount demanded by the saturated 
atoms. The explanation of this apparent paradox is given on 
p. 86. The phenomenon of geometrical isomerism as explained by 
Werner's theory has been discussed at length in Part II, p. 258. 
There only remains the application of the theory to ring structures, 
and it must be confessed that this is its weakest point. Werner's 
theoiy affords no satisfactory explanation of the peculiar stability of 
five- and six-atom rings; on the contrary, the very reverse effect 
would be anticipated, that is to say, the carbon atoms when most 
closely in contact, and whose affinities would therefore be most 
completely neutralised, should offer the greatest stability, and this 
would necessarily exist in the smaller and not the larger ring 
formations. 

^ Trans. Ckem, Sec.. 1912, 101, 1^00. 



EQUIVALENCE OP THE CARBON BONDS 88 

B^niTslMiea of the Carbon Bond*. An attempt has been made 
to eatabliah the equal value of the four carbon yalencies by a method 
which oonaiBts in replacing successively the different hydrogen atoms 
of marsh gas by the same element or group and comparing the 
products in each case on the assumption that during interchange of 
constituents no migration occurs. Henry ^ succeeded in converting 
methyl iodide into methyl cyanide by four different methods, and in 
such a manner that a different atom of hydrogen in the original 
compound was replaced. 

The following scheme, which need not be described in detail, will 
indicate the nature of the process : 

CHjI-^CHgCN 

i 
CH3 . COOH -♦ CH2CI . COOH -> 

CHjCN . COOH -♦ CH3CN 

i 

CH8(COOH)2 -♦ CHCl(COOH)a -♦ CH^Cl . COOH -♦ CH3CN 



i 



ClNa(COOH)a -♦ CC1(C00H)3 -♦ 

CHjClCOOH -♦ CH3CN 

Equivalence determined in this way does not necessarily imply 
that each of the residual hydrogen atoms retains its original value 
after substitution has taken place, that is, keeps its original properties. 
In all probability quite the contrary is the case and, according 
to the nature of the subetituent, the remaining hydrogen atom or 
atoms become more or less mobile, or, to put it broadly, every new 
subetituent changes the character of the molecule. 

TktoriM of ValMioj. We will conclude this account of the 
valency of carbon by a brief summary of the more common theories 
of valency. 

The recognition of different degrees of affinity in the formation of 
compounds of definite composition runs through the whole history 
of modem chemistry. It appears in Berzelius' electrochemical theory 
applied to compounds of the first, second, and third order, when, for 
example, a metal combines with an oxide, a basic with an acid 
oxide, and, finally, when two metallic salts unite to form alums and 
other double salts (see p. 6), and it is clearly brought out in 
the principal and auxiliary valencies of Werner (p. 90), in the 
normal and contra-valencies of Abegg and Bodlftnder (p. 68), and in 

> CompL rtnd., 1887, 104, 1106 ; Zeit j^iOe, Ch$m., 1888, 2, 558 ; Bull. Acad. roy. 
Bag., 1906 (8), 19, 644; 15, 888; see also E. Fischer and Brieger, Bar., 1915, 48, 1517. 

o2 



84 THE VALENCY OP CARBON 

the partial and residual valencies of other writers. The designation 
of unit of valency by a bond has, moreover, proved so serviceable in 
organic chemistry as to become an almost indispensable system 
in expressing the structure of compounds. If it is once admitted 
that valency may vary in strength as well as in number, the way is 
open for the creation of a variety of kinds of linkage. Becent years 
have witnessed the introduction of centric and zigzag bonds and 
dotted or partial valencies to denote affinities of a special kind. These 
symbols, it is true, are only used to interpret certain phenomena ; 
but they tacitly imply a difference in the nature of the force of 
affinity for which there appears to be no sufficient justification. 

The theories of valency may for convenience be divided into those 
which are associated with certain physical properties, those which 
serve to explain the character of the phenomenon, and those, mainly 
electrochemical, which attempt to define the cause. 



ytdmicy and ntysieal ProptrliM. Hendelee£F and Lothar Heyer 
showed that valency and physical as well as chemical properties 
were periodic functions of the atomic weight of the elements. The 
relation of valency to atomic volume in compounds has been further 
developed by Barlow and Pope, Le Bas and Richards, whilst Traube 
has attempted to establish its connection with refractivity. Barlow 
and Pope ^ suppose that each atom occupies a certain space or 'sphere 
of influence'. These units form aggregates which constitute the 
chemical molecule, and in a solid the crystal form is determined by 
the closest possible packing of the aggregate spheres. The under- 
lying principle of the theory is that the volumes of these spheres are 
determined by and proportional to the fundamental valencies of the 
atoms, and may be called the vdlencif volumes. Thus, atoms of equal 
valency volume may replace one another without changing the 
predominant character of the crystal form, although variations in 
the ratio of the axes may occiur. 

A similar theory has been propounded by Le Bas,' who has shown 
that the molecular volume at the melting-point of a series of paraffins 
divided by the total valency of the atoms gives a mean value of 2-97. 
This represents the unit valency volume. Now the difference in 
valency value between each member of the series is 6, that is, the 
valency value of CHj, and consequently the valency volume is 
6 X 2*97 = 17*82, whereas the mean difference in molecular volume 
actually observed is 17*88 and is, therefore, in complete accord with 
the theoretical value. The fundamental idea is not new. Similar 

1 Trans. Chmn. So«., 1906, 88, 1675. 

* Trans, Chmn, Soc.« 1907, ei« 112 ; see also Part II, p. 6. 
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views were advanced by Kopp from observations on the atomic and 
molecular volumes, and also by Schroeder, who introduced the idea 
of unit atomic volume or stere. Traube^ has also pointed out 
that the atomic refractivities for the H. line for C, N, O, and H is in 
the ratio of 4 : 8 : 2 : 1. If the unit valency value is 0*787, then the 
molecular refractivity should be this number multiplied by the 
number of valencies. Normal pentane with 82 valency units has a 
Ma = 25 82, equal to that of valeric aldehyde H. = 25*81 with the 
same number of valency units. 

Richards^ regards the atoms as mutually compressing one another 
either by force of attraction or by cohesion, and has determined the 
diminution of volume which liquids and solids undergo by com- 
pression. On the assumption that in both physical states the atoms 
are closely packed, he attributes the amount of the compression to 
the diminution of space occupied by the atoms themselves, and not 
to that of the intervening spaces. There are, consequently, two 
forces which determine this compression, namely, cohesion and 
attraction, and he explains in this way the tetrahedral form of the 
asymmetric carbon atom by the unequal compression produced by 
the four different groups on the surface of the atom. 

ThaoriM of Valency (Werner's Theory'). Werner's theory of 
valency possesses the attribute of simplicity. According to this 
view, which is based upon that of Claus,^ valency is a property 
of attraction which emanates from the centre of an atom and is 
evenly distributed over the surface. The shape of the atom is of no 
moment as it is in constant motion, but it may be regarded as 
sphericaL In the union of an atom with the maximum number of 
other atoms, the latter will distribute themselves so as to produco 
the greatest neutrab'sation of their reciprocal affinities and the 
surface attraction will divide itself among the atoms according to 
their nature. The most stable arrangement will be that in which 
the largest surface of the central sphere is covered without over- 
lapping. This is taken to explain the difference in maximum valency 
manifested by sulphur and phosphorus in their union with the 
halogens, the lighter halogen atoms being present in largest number. 

SFe SCI4 SBra 
PCI5 PI3 
It accounts also for the existence of triphenylm ethyl, but not of 

1 Ber.j 1907, 30, 723. * Trans. Ohem. 8oe., 1911, 99, 1201. 

' Neuere AmcJiauungen avf dem Oehieie der anorganiachen Ckemie, by A. Werner. 
Vieweg, Brunswick, 1909. 
* Ber., 1881, 14, 432. 
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CH,, for in the former the heavier group, like the heavier halogen, 
appropriates more valency. If all the four atoms attached to carbon 
are similar, as in methane, they will monopolize an equal amount of 
surface-attraction and arrange themselves in the form of a regular 
tetrahedron. If some of the atoms are different the distribution of 
affinity will be irregular, and if all four are different an asynmietrical 
tetrahedral grouping will result. 

Werner applies his theory to the union of two carbon atoms in 
the following manner. The full force of affinity will only be exerted 
at the points of contact of the two carbon atoms, and at every other 
point on the hemispheres the strength of affinity will be the resultant 
of the force emanating from the centre and parallel to the line 
joining the centres of the two spheres. In Fig. 2 the force of affinity 
at the point where the dotted line meets the circumference of the 




Fie. 9. 

sphere may be resolved into the two forces a and &, of which only a 
will be active in binding the two carbon atoms. 

The force gradually fiills away as the distance between the surfaces 
increases, thus leaving an amount of free affinity which has been 
estimated at less than one-half and more than one-third of the total 
aifmity required for binding the other atoms. 

The case of unsaturated carbon has already been dealt with (pp. 59, 
65), and in this case the amount of free affinity is calculated as nearly 
equivalent to that which is bound. By a similar disposition of two 
spheres Werner represents trebly-linked carbon in the acetylene 
series; but as only one other atom is attached to each sphere the 
amount of affinity left for binding the two carbon atoms is gi'eater 
than that used for either a singly- or doubly-linked system. It thus 
appears as if more affinity were employed in joining unsaturated 
carbon atoms than those in which there is a single linkage. To 
explain this apparent paradox Werner draws a distinction between 
stability and reactivity. This reactivity is determined by the amount 
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of the component h, Fig. 2, \?hich is larger in ethylene and acety- 
lene than in ethane derivatives/ and serves to attach other atoms, 
thus rendering the unsaturated compound more sensitive to chemical 
action. On the basis of this general conception Werner has elaborated 
a theory which explains among other things those complex struc- 
tures commonly known as molecular compounds. As the application 
of these principles is mainly concerned with inorganic compounds 
we have given a brief summary of the latter on p. 90. 

The idea of a maximum of disposable afBnity which may be 
differently distributed according to the nature of the union has 
been utilized by Fltirscheim ^ to explain certain apparent anomalous 
affinity constants among the organic acids and bases. The theory 
has been embodied in the following proposition : ' The strength of 
a chemical bond is a function of the disposable amount of chemical 
force in atoms and also of the polar nature of that force.' It is 
found, for example, that the unsaturated aliphatic acids have the 
following values for K : 





K 




K 


Valeric acid 


0-00165 


n. Hexoic acid 


0.00146 


a/5 Pentoic „ 


O.O0U8 


a$ Hexenic ,, 


0.00189 


^7 M J» 


0.00885 


^7 „ *i 


0*00264 


7* M tt 


000209 


78 V f, 


000174 






^ >» V 


0.00191 



It is not obvious why the fiy acid in the above series should have 
the highest value or why the second and fourth member in the 
second series should be higher than the first and third ; but if the 
distribution of affinity, as determined by electrochemical relations, 
is taken into account, the reason is plain. For according to 
FlQrscheim the strength of the acid is detei*mined by its affinity 
constant or the mobility of the hydrogen atom or, in other words, 
by the weakness of its attachment or that of the electron (see p. 96) 
to the oxygen of the carboxyl group. The double bond does not 
utilize the full measure of two whole valencies of the atoms involved, 
which are consequently able to paii; with an extra share to the 
adjoining atoms. If the distribution is represented by thin and 
thick lines the formulae will take the following form : 

aB R.CH:CH— Ck^ weaker acid 

\0— H 

By R . CH : CH— CHo— cO stronger acid 

>0— H 

^ Ber., 1906, 89, 1278. • Trans, Ckem, Soc., 1909, 96, 718. 
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yi B . OH : CH— CHj— CH,— C< 

\0-H 



weaker acid 



< 



The same idea may serve to explain why the meta-, chloro-, and 
bromo-benzoic acids have a higher affinity constant than the para 
compounds. 



<X 



H '^^^^-H 




a 

K = 00155 K = 00093 

Similarly tetraethylammonium hydroxide is a stronger base than 
tiiethylstannic hydroxide, for the affinity between the electronegative 
nitrogen and the electropositive alkyl groups is stronger than that of 
tin. Hence ionisation takes place more readily in the former case. 

/c H* /C,H, 

HO-N<J^«"» HO-Sn^C,Hs 

N?:i: ^^^«* 

Tschitschibabin ^ shares the general ideas of Werner and FItii> 
scheim, and like them discards the theory of multiple bonds. He 
distinguishes between valency or maximum combining capacity and 
atomicity or actual binding capacity (Bindefkhigkeit), which may be 
anything less than the maximum, and being graduated cannot have 
a definite value nor be indicated by bonds. In unsaturated com- 
pounds, such as ethylene, carbon is triatomic, in acetylene and 
carbon monoxide it is monatomic. The more atoms the original 
atom can attach, the more saturated it is, the various degrees of 
unsaturation depending partly upon the degree of unsaturation 
of the attached atoms, partly on the mass of the attached radicals, 
and partly on the opposite electrochemical character of the two. 

That the degree of unsaturation varies is shown by the varying 
value of the heat of combustion of the unsaturated carbon in ethylene 
compounds^ and their very different affinity for bromine, &c., as 
shown by Bauer (see p. 116).^ Triatomic carbon in ethylene by 
being joined to triatomic cai*bon would be more saturated than 
methyl ; in the same way triatomic carbon is more saturated by being 

» J. prakt. Chem,, 1912, 86, 881. 

s Swientoslawsky, ZeiUphysik. Chein.y 1909, 65, 518. 

> Bauer, J. prakt. Cftem., 1905, 72, 206. 
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joined to two trlatomio groups than to one. In butadiene the carbon 
atoms 2 and 8 are more saturated than 1 and 4. 

12 8 4 

CH2'"~0H — CH — Gxi2 

In diphenylbutadiene the atoms 1, 4 being attached to heavier 
radicals are more saturated than 1 and 4 in butadiene, and so forth. 
On this principle a number of interesting facts are explained, such as 
Thiele's rule (see p. 133) and the existence of triphenylmethyl, the 
stability of which is ascribed to saturation produced by the attach- 
ment of the central carbon to three heavy radicals by the three 
triatomic carbon atoms of the benzene nuclei. 

The theory also accounts for the saturated character of benzene, 
since the system consists of triatomic carbon atoms which produce 
a high degree of mutual saturation. It explains also the unsaturated 
nature of tetrahydrobenzene and also the greater unsaturation of the 
a as compared with the p and central carbon atoms in naphthalene, 
and consequent greater reactivity of the former, for the two central 
carbon atoms are each joined to three triatomic carbon atoms, whilst 
the P carbon atoms are joined to two. The « carbon atoms, on the 
other hand, are linked to one ordinary triatomic carbon and to one 
central carbon atom, which, being highly saturated, cannot greatly 
increase the saturation of the « carbon, which is the least saturated 
of the three. The theory also serves to explain the rules of substitu- 
tion in aromatic compounds, and is referred to on p. 149. 

But it takes little account of stereoisomerism, the essence of which 
lies in the definite geometrical relations of the attached atoms or 
groups round the central carbon atom, or atoms, for which, if for no 
other purpose, the mechanical device of bonds has proved so fertile, 
nor of the nature of ring structure, which, as already stated, requires 
a definite disposition of the carbon valencies. 

Wunderlich,' whose views bear an outward resemblance to those of 
van 't HofF, represents the carbon atom as a tetrahedron circumscribed 
round a sphere ; but the points of attraction are conceived as con- 
centrated at the centres of the four faces, so that a singly linked atom 
will be attached to the face and not to the corner of a tetrahedron. 
In this way the stability of the single bond will cori-espond to its 
geometrical form. 

In unsaturated compounds the carbons are represented, as in van 't 

Hoffs arrangement, by the edges of two tetrahedra, but in conse- 

' quence of the points of attraction being situated at the centre of the 

tetrahedral faces, the forces joining the two carbon atoms a a^ (Fig. 8) 

^ Konjiguration wganischer MolekiUe, WUrzburg, 1886. 
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will be the resultant of the two pairs of forces he and h^Ci, leaving 
a residue of aflSnity de and djCi, which may correspond to Thiele's 
partial valencies (see p. 183). 

A similar view has been adopted by Knoevenagel, and has already 
been referred to (p. 77). 

Wemar's Theosy of Valency ^ (Molecular compounds). As we 
have seen in a previous section (p. 82), Werner regards the valency 
of each atom as distributing itself according to its spatial arrange- 
ments and its degree of affinity towards contiguous atoms. Compounds 
are thus formed of the first order, which do not necessarily exhaust 
the amount of affinity at the disposal of the 
atoms in question. This residual valency can r 
attach other atoms, and so form compounds of yw ^yy 

the second order. In developing this conception \S( 

Werner has introduced the terms principal and \^ 

auxiliartf valencies to denote the above two fL 

kinds of attachment The principal valencies / 

correspond to our ordinary valencies and bind l^hJ 

together atoms or groups whose saturation ^1/ 
capacity may be measured in terms of hydrogen If ^ 

atoms. Such principal valencies are present in f 8. 

—CI, — Na, — NOj, — CH3, &c. 

The auxiliary valencies, which are expressed by dotted in place of 
straight lines, represent residual affinities and link together radicals 
which can function as separate molecules. Such, for example, are : 

OH., NH3, CIK, • CrCla, &c 

The two kinds of valencies are differentiated by their energy content, 
the principal valencies having a greater affinity than the auxiliary. 
The difference is, however, one of degree and determined by the 
degree of saturation of the other valencies. There is, in short, no 
definite line of demarcation between the two, but they merge and, 
under certain conditions, pass into one another, the auxiliary becoming 
principal and the principal auxiliary valencies. 

For example, the metal and oxygen in the oxides of the alkalis 
and alkaline earths are united by principal valencies and form stable 
oxides, but nevertheless combine by their auxiliary valencies with 
water or alcohol, forming well-defined and stable hydrates and 
alcoholates, in which the OH and OB groups are linked by principal 
valencies. 

* Keuere Anschauungen ati; detn Qtbkte dcr anorganischen CJietnie, by A. Werner. 
Vieweg, Bruuswick, 1909. 
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/OH 
BaO •• + •• HjO -♦ BaO- H-O -♦ Ba< 

M)H 

In the same way ammonium chloride is formed by union of the 
auxiliary valencies of ammonia and hydrogen chloride. 

Cffl.... + -NH, -♦ CIH NH, -♦ ( Nn/ 1 01 



oo 



The formation of meihylammonium iodide is produced in a similar 
fashion. 

CH3I •+ NHj -♦ CH3I NH3 -♦ (NHjOHa)! 

The position of the halogen outside the bracket is intended to 
indicate a difference in its attachment and to show that it is ionised 
in solution^ as explained below. 

The sulphides of arsenic, antimony, &c., combine by their auxiliary 
valencies with alkaline sulphides, forming sulphowsalts of considerable 
stability; and platinum, palladium, and gold chloride form well- 
characterized salts with alkaline chlorides. Some compounds, indeed, 
increase in stability by saturation of their auxiliary valencies. 
Ferric anhydride is stable in the ferrates ; certain persalts are stable, 
containing oxides which cannot be isolated ; manganese tri- and 
tetra-chloride are not obtainable in the free state, but readily form 
double chlorides and so forth. 

From some of the above examples it will be seen that the number 
of principal valencies is not a fixed quantity, but depends on the 
nature of the attached atoms. With the change in number there is 
a change in strength, and a consequent variation in the strength of 
the valency. There is, however, a maximum number of principal as 
well as of auxiliary valencies. Werner admits that the distinction 
between the two kinds is of a somewhat vague and indeterminate 
character, and is maintained ^because it seems necessary in the 
present transitional state of our views on valency to mark out well- 
defined areas on which a more comprehensive theory may afterwards 
be erected \ 

Before, however, concluding this account of the nature of principal 
and auxiliary valencies it should be pointed out that among the 
characteristics of radicals united by principal valencies is their power 
of functioning as independent ions, whereas those combined by 
auxiliai-y valencies lack this property. The difference may be illus- 
trated in the case of copper glycocoll. 



/ 

I 
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OHj . NH, 



0S< OgS< 

\0CHj \0CH3 



Becently E. Briner has obtained an isomeric compound in which the 
two parts of the compound are represented as linked by auxiliai'y 
valencies. 



0,S 0<( 



CH, 

Without discussing at greater length Werner's views, which are 
mainly concerned with the constitution of inorganic compounds, we 
will conclude by referring briefly to the more successful application 
of his theory having reference to the structure of the metalammine 
compounds. The metal in these compounds is represented as 
directly linked to four or more, commonly to six, atoms or groups 
(NH3, NO2, HjjO, CI, &c.). This number is called the co-ordinate 



-J 



COO. Cu 

in which the copper forms an inner complex salt by means of its 
auxiliary valency so that in solution it does not undergo ionisation, "| 

whereas the same metal attached by a principal valency (as in copper 
acetate) is electrolytically dissociated. According to the electronic 
theory the atoms bound by principal valencies are characterized 
by the mobility of their electrons, a feature which is absent in those 
radicals which are attached by auxiliary valencies. Werner does not, 
however, regard the two characteristics of principal valency attach- 
ment and electrochemical behaviour as necessarily interwoven, but 
only in so far correlated that the saturation of the affinity simul- 
taneously loosens the electron from the positive atom and so allows 
it to transfer itself to the negative component of the salt. But the 
saturation of a principal valency is not always sufficient to produce 
this efifect, and in many cases the saturation of auxiliary valencies is 
required. 

Tlie element of a group which is separated by ionisation from the 
rest of the molecule is usually denoted by placing it outside a bracket. 

Valency Zsomeruiiii. The distinction between principal and 
auxiliary valencies has been made the basis of a theory of valency 
isomerism, of which the following may serve as an illustration. Two 
isomeric methyl sulphites have long been known, both of which are 
principal valency compounds : 
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number, and is a fundamental property of the atom. The elements 
or groups which are directly attached to it, either by principal or 
auxiliary valencies, occupy what has been termed the first gone and 
do not undergo ionisation. 



CI 
Cl\ I /NH3 
>Pt< 

cr I NH3 
ci 



NO2 

no/ I NHj 
NOa 






All those compounds in which the maximum co-ordinate number 
is reached are called co-ordinately saturated. In most cases the 
co-ordinate number is 6, but in some cases, as, for example, that of 
carbon, the co-ordinate number is equal to the number of principal 
valencies, namely 4, and this is true of the other elements in the 
same periodic group. The neighbouring more positive element 
boron and more negative nitrogen, with three principal valencies, 

have also a maximum co-ordinate num- 
ber, 4, and form compounds HF...BF3 
and XH...NH3. 

At an early stage in the investigation 
of these compounds it was discovered 
that substances of the above formulae, 
as well as many others with dissimilar 
radicals, existed in isomeric forms. In 
order to explain this kind of isomerism 
Werner had recourse to a space formula 
in which the metal occupied the centre 
of an octahedron and the atoms or groups 
the six solid angles. By this device, that is, by a different space 
distribution of the six groups, isomerism can be readily explained. 
Four of the groups will lie in one plane and the others in a plane 
at right angles. The isomerism of the two platinum compounds will 
appear as follows : 




^M, 



ci 



z 



CI 






a 



im^ 



7 U y^ 

CV^ 1 XI 



im^ 



In addition to this first zone of non-ionisable groups, there exists a 
second or ionisable zone. For example, the following series of cobalt- 



94 THE VALENCY OP CARBON 

ammines are known, in which X stands for an acid radical (C],N02,&c.), 
C0X3 + 8NH3 C0X3+4NH3 C0X3 + 5NH3 C0X3 + 6NH8 

In the second, third, and fourth compounds of this series the sub- 
stances are ionised, and it has been shown that the number of ionisable 
acid radicals is respectively one, two, and three. This is indicated 
by placing the latter in a second zone outside the bracket, thus : 





I Co Ix, |Co(NH3)Jx3 

L (NH3)J L J 



The outer zone is not restricted to radicals ; for with an accumulation 
of acid radicals in the inner zone, the outer zone may be occupied by 
metallic atoms, forming ionisable salts. Examples of this type are 
potassium chloroplatinate, potassium oobaltinitrite, and potassium 
ferro- and ferricyanidea 

[PtCl,]K, [Co(NO,),]K3 [Pe(ON),]K, [Pe(CN),]K, 

PotaBsiam PoUasium Potassium Potassium 

chloroplatinate. cobaltlnitrite. ferrocyanide. ferrioyanlde. 

Briggs^ has made the interesting observation that space isomerism 
may also be produced by members of the outer zone, and has prepared 
a second modification of a series of metallic ferrocyanides. Locke 
and Edwards ' have also prepared isomeric ferricyanides. The 
existence of these isomers is explained by a different distribution of 
the metallic atoms among the acid radicals after the manner of-the 
isomeric groupings in the first zone. 



K-ar 



ar-M K-eN^ 



/ ^ / /_ 






CJYi 



I 



CN 



A furiher remarkable discovery of isomerism among this class of 
substances has recently been made by Werner,' who has succeeded 
in resolving asymmetric compounds into their optically active com« 
ponents. Werner found at an early stage in his researches that 

^ TtoM. C%«m. Soc, 1911, 09, 1019. 

9 Aimr, Ckm. J., 1898, 81, 198. 

s Btr., 1911, 44, 1887, 2445, 3182, 8272. 
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NH3 could be substituted by other bases or organic amines, such as 

pyridine and ethylene diamine (NH2)GH2 . GH2(NH2)y the latter 

taking the place of two molecules of ammonia^ The formula for 

ethylene diamine may be abbreviated by using the symbol en. A 

compound of the formula 

eua"! 
Co NH3 CI, 
01" J 

eont«ins an asymmetric inner zone and may therefore eziat in 
enantiomorphous forms. 



[• 



€Jl/ 



/yZ 

vr^ 



.^«/t 



«Bt T/ 



I 



ertr 



The inactive preparation has been resolved by fractional crystallisation 
of the <2-bromocamphor sulphonates and then converting them into 
bromides (see Part 11, p. 804). The enantiomorphous bromides showed 
a rotation of [a] » + 48^, and similar results were obtained with 
other derivatives of cobalt, as well as with asymmetric chromium 
compounds. 

Werner's co-ordination theory is opposed by Friend ^ on the ground 
that the ionized atoms are so vaguely disposed as to have no definite 
place or definite valency in the compound, whilst the metallic atom 
has a valency (of six in the case of cobalt) which is contradicted in 
most of its simpler compounds. Furthermore, the negative atoms or 
groups directly attached to the metallic atom are supposed to lose 
their property of ionization, a fact which again is contrary to ex- 
perience, at least in the simpler compounds. To overcome these 
difficulties Friend has had recourse to the common valency values of 
the atoms, and regards cobalt and platinum in the metalammines as 
being directly united to the negative atoms, whilst the ammonia groups 
float in a ring or shell composed of linked nitrogen or other non- 
ionized atoms round the central metallic atom. Thus cobalt hexam- 
mine trichloride and cobalt chloropentammine dichloride are repre- 
sented thus: 



^ Trans, Chem, Soe,, 1916, 109, 715. 
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The isomeric a- and ^-ferrocyanides of Briggs and the a- and )9-ferri- 
cyanides of Locke and Edwards, referred to on p. 94, are explained 
by supposing the central iron atom to be united in the ortho, meta, 
and para positions to the nitrogen atoms of the six cyanogen 
groups of the ring. There would thus be three isomers, but as the 
ortho compound is assumed to represent the double salts 4 KON, 
Fe(CN)2 and 3 KGN, Fe(GN)3, the meta and para ai-rangement are 
reserved for the a- and )8-isomers. 

There are undoubtedly difficulties connected with this theory, and 
Friend's views have not passed unchallenged.^ The floating ring is 
not less vague than Werner's ionized groups, the optically active 
metalammine compounds remain unexplained, and the ring chlorine 
atom in the second of the above formulae is furnished with the 
unusual valency of three. 

Electrocliiwnical Theories of Valency. The application of elec- 
tricity to the explanation of affinity and later of valency originated 
in the first instance in the process of electrolysis, which gave birth 
to the electrochemical theories of Davy and Berzelius (p. 6). 
Those views have in recent yeai-s taken a more concrete and quanti- 
tative form by the discovery of two correlated phenomena, the first 
being, that the amount of electricity carried by the ion on electro- 
lysis is constant for each unit of valency, and the second, that it is 
precisely this amount which in the form of the cathode ray is con- 
veyed by the negative corpuscle or electron. The electron may 
therefore be regarded as the unit of negative electricity, the mass of 
which has been estimated at about x^^^v ^^ ^^^^ ^^ ^^^ hydrogen 
atom. The results of electrolysis led Helmholtz,' as far back as 
1881, to connect unit electrical charge with unit of valency, a view 
which he expounded in his celebrated Faraday lecture in the follow- 



1 Turner, Trans, Chem.3ocy 1916, 109, 1180. 
* Trans. Chm. Soc, 1881, 89, 802. 
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ing words : ' If we conclude from the facts that every unit of afSnity 
is charged with one equivalent either of positive or negative electricity, 
they can form compounds, being electrically neutral, only if every 
unit charged positively unites under the influence of a mighty 
electric attraction with another unit charged negatively. You see 
that this ought to produce compounds in which every unit of affinity 
of every atom is connected with one and only one other unit of 
another atom. This, as you will see immediately, is the modern 
chemical theory of quantivalence, comprising all the satm'ated com* 
pounds. The fact that even elementary substances with few excep- 
tions have molecules composed of two atoms makes it probable that 
even in these cases electric neutralisation is produced by the com- 
bination of two atoms, each charged with its full electric equivalent 
not by neutralisation of every single unit of affinity/ 

The Eleotronio Theory of Valency. Sir J. J. Thomson's dis- 
covery of the electron and Butherford's interpretation of the break up 
of the radioactive elements has thrown a new light on the structure 
of the atom and many of its chemical and physical properties. From 
observations on the small proportion of a-particles which are 
deflected in their passage through matter, Butherford concludes 
that almost the whole mass of the atom is concentrated on a positively 
charged nucleus which is of minute dimensions compared with that 
occupied by the atom.^ This nucleus, which is also associated with 
negatively charged electrons, is further surrounded by outer rings of 
electrons. The magnitude of the positive charge in excess of the 
negative charge of the electrons attached to the centi'al nucleus is 
probably represented by the atomic numheTf^ which, with the excep- 
tion of hydrogen, is about half the atomic weight.' 

The number of negative electrons which neutralize the excess 
charge of the positive nucleus is, therefore, proportional to the atomic 
weight. On the basis of this conception of the atom and by the aid 
of the quantum principle, Bohr* has succeeded in accounting for the 
numerous line spectra of both hydrogen and helium. Hydrogen, it 
appears, contains one positive charge and one detachable electron. 
In the disintegration of the radioactive atom, which is accompanied 

1 Pha, Mag., 1911, 21, 669; 1914, 27, 823, 488. 

s Van den Broek, Nature, 1913, 08, 873, 476. 

' The atomic number represents the numerical order of the elements as deter- 
mined by the characteriutio lines of the X«ray spectrum. This spectrum is 
obtained by photographing the X-rays given by the element when bombarded 
by the cathode stream in an X-ray bulb, and has been accurately mapped by 
Moseley {Pha. Mag., 1913, 26, 1024) for thirty elements. 

* Pha. Mag., 1918, 26, 1, 476 ; 1914, 27, 606. 
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by the expulsion of a-pariieles (helium atoms) or j9-particles (electrons), 
or bothy it is probable that the latter emanate from the central nucleus^ 
which will, therefore, consist of helium atoms and attached electrons. 
Thus, the loss of one a-particle means the loss of two positive charges 
or two places in the atomic number. 

Tliomaoii's Theory. Thomson describes the structure of the 
atom as follows ^ : ^ We find that in a symmetrical atom only a limited 
number of such electrons can be in equilibrium when arranged on a 
single spherical surface concentric with the atom. The actual 
number which can be arranged in this way depends on the distribu- 
tion of positive electricity in the inside of the atom. When the 
number of electrons exceeds this critical number, the electrons break 
up into two or more groups arranged in a series of concentric shells. 
This leads us to the view that the electrons in an atom are divided 
up into a series of spherical layers, like the coatings of an onion, 
separated from each other by finite distances, the number of such 
layers depending upon the number of electrons in the atom and thus 
upon its atomic weight The electrons in the outside layer will be 
held in their places less firmly than those in the inner layers ; they are 
more mobile, and will arrange themselves more easily under the 
forces exerted upon them by other atoms.' The existence of these 
layers has been proved by subjecting the elememts to bombardment 
by cathode rays. Under this treatment each element gives out a 
special kind of BOntgen ray.' The speed of the slowest cathode 
particle which could excite these rays is proportional to the atomic 
weight, and the frequency is proportional to the square of the atomic 
number, which is roughly that of the atomic weight.' These rays are 
assumed to arise from similar parts, that is, from the innermost ring 
of electrons. 

On the other hand the forces which one atom exerts on another 
will depend mainly on the outer belt of the more mobile electrons. 
Thus, the increase of number in the inner rings renders the outer 
ring more or less stable : in other words, the outer ring may tend to 
lose or gain electrons, thus converting the atom into an electro- 
positive or electronegative element, and the number of electrons 
which it tends to gain or lose will determine the valency. If these 
properties are recurrent after the addition of a certain number of 
electrons, the atoms will exhibit periodic changes in conformity with 

' The Atomic Theory, by Sir J. J. Thomson, Clarendon Press, 1914. 
■ Whiddington, Proc. Camb, PhUo, Soc., 1910. 
" Moseley, Phil, Mag., 1918, 26, 1024. 
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the periodic law. Thus, the number of mobile electrons in group O 

is nil, that of the alkali metals is one, and so forth. When the 

number reaches eight the ring becomes stable and the electrons no 

longer mobile. The outer belt of electrons is also responsible for 

certain optical properties, such as refractivity and dispersive power, 

and such physical phenomena as surface tension, cohesion, intrinsic 

pressure, viscosity, ionizing power, in fact, by far the most important 

properties of the atom. 

Thomson^ regards valency as a tube of force emanating from a 

valency electron and either ending on the positive charge within the 

atom, when they retain their mobility, or on that of another atom, 

when they become fixed. When all are fixed in this way, the atom 

is saturated. It follows, therefore, that in a molecule, say of hydrogen, 

for every tube of force sent out from the electron of one atom the 

latter must be the recipient of a second tube of force sent out from 

the second atom. Thus, the atom of hydrogen must be divalent and 

possess one positive and one negative valency which Thomson 

represents by arrows : 

H ^ H 

Further, chemical compounds are divided into two classes, those 
which have undergone intramolecular ionization^ that is, have lost or 
gained electrons in the process, or ionic mdecules, and those which 
have not. 

Thomson's views have given rise to various interpretations of the 
electronic theory of valency. 

Bamsay,' like Stark, assumes that the electron is the binding force 
between the atoms in a molecule. He regards eight as the total 
number of electrons that an atom can hold. Thus, in ammonia the 
nitrogen atom which already possesses five electrons receives three 
from the hydrogen atoms, making a total of cfight. No additional 
electrons can now be added unless one is removed, so that the ninth 
valency in ammonium chloride is negative. This view of Bamsay's 
on the concurrent addition and removal of an electron finds ex« 
pression in Friend's residual or latent valencieSy^ the neutral affinities 
of Spiegel,* and the electrical double valencies of Arrhenius.'^ They 
serve, among other things, to bind the atoms in the molecule of an 
element or two electropositive elements such as potassium hydride, 
whilst the ordinary valencies are utilized for linking electropositive 
and negative atoms.' 

» PhU. Mag., 19U, 27, 757. « Trans, Cfiem, Soc., 1908, 93, 77a 

> Trana. Chem, Soe., 1908, 98, 260. « Zeit. anorg, Chem., 1902, 29, 865. 

B Tfmrien d&r Chmiief Leipzig, 1906. 

* The electronic theory of valency is responsible for a number of highly sug- 
gestive interpretations of such processes as the affinity constants of organic 

H 2 
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Stark's Theory.^ According to Stark there are two kinds of 
electrons, fixed and movable. The fixed electrons are disposed 
within the positively charged sphere constituting the atom, the 
movable electrons lie outside the atom and at some little distance 
from it and are attached to it by lines of force. The movable electrons 
have been termed valency electrons. It is by means of these electrons 
that combination is effected between similar atoms to form molecules 
and between dissimilar atoms to form compounds. Lines of force 
pass out from the electrons to other atoms with a loss of potential 
energy* According to the number of these lines, attachment is 
weaker or stronger. Thus, atoms do not combine directly, but in* 
directly by virtue of their mutual attraction to the electron. A single 
bond will correspond to a union by means of one electron, a double 
bond by that of two electrons^ a treble bond by three, and a free 
bond will be represented by an unattached electron. The existence 
of stereoisomerism is readily explained on the assumption that the 
lines of force of the valency electrons are confined to definite areas 
on the atom. What is the number and distribution of the valency 
electrons ? Whilst positive valency can be determined by the number 
of valency electrons that an atom can lose on ionisation, the negative 
valency may be derived from the fact pointed out by Abegg (see 
below) that the sum of the maximum positive and negative valencies 
of any atom is eight Thus, carbon has a valency of - 4 in CH4 and 
+ 4 in CCI4, phosphorus of -3 in PH3 and +5 in PCI5, iodine of 
- 1 in HI and + 7 in Ifi^. 

It appears, therefore, that the greatest number of valency electrons 
which an atom can hold is eight. Drude, on the other hand» 
estimates the number of valency electrons from the positive valency 
of the atom, from which it follows that the smaller the negative 
valency, the larger the number of valency electrons. 

Stark regards the difference between electropositive and negative 
elements as due to the greater or smaller positive charge on the atom. 
An electronegative atom, such as chlorine, will be one with a large 
positive charge and therefore able to retain a number of electrons, or 
attract others from electropositive atoma An electropositive element, 
such as hydrogen, will, on the other hand, have a small positive 
charge, which requires few electrons to neutralize it, and the latter 
vrill be attracted to electronegative atoms of large positive charge. 

acids, ■ubstituUon in benzene, &e., in namerous papers by H. S. Fry, K. O. Falk, 
and W. A. Noyee, which have appeared since 1910 in the Jounuii <^1he Amtrican 
Ctomioal SneUty^ and which being of rather special than general application, and 
to which full justice cannot be done within neeeesary limits of space, must be 
left to the reader for reference. 
^ Pnnxii^derAJtomd}fnamik, J. Stark. Hirzel, Leipzig, 1910. 
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The reaciiyity of both kinds of atoms will be due to the ease with 
which they attract or repel electrons. 

An atom, such as carbon, which combines with both electropositive 
and negative elements, is assumed to possess four electrons, with 
which it is able to bind four equivalent electronegative atoms ; but 
as the lines of force of the electrons occupy a restricted area on the 
atom, the lines of force of four electropositive atoms may fall on 
intermediate positively charged areas. It is not, however, clear 
why the two kinds of valency should not function at the same time, 
a condition which, at least in the case of carbon, is unknown. In 
addition to the property of causing combination, Stark, like Thomson, 
holds that the valency electrons are probably responsible for 
ionisation and the phenomenon of light absorption and other optical 
properties (see Part II, p. 70). 

Thus the form of the positive sphere, the number and position 
of the electrons, and the distribution of the lines of force determine 
the character of the atom, that is, its afiSnity, valency, &c. It is by 
the lines of force emanating from the valency electrons that affinity 
is manifested and atoms are bound together in a molecule. 

In unsaturated compounds it is assumed that there is a certain 
amount of residual affinity, that is, valency electrons whose lines 
of force are turned back and end on the positive spheres of the 
unsaturated atoms. Addition produces a fusion of the lines of force 
of the unsaturated atoms with those of the added atoms and conse- 
quent degradation of energy of the system. The unlocking or 
opening of these lines of force may be produced by adding energy 
to the system in various forms, heat, light, or the action of the 
solvent, &c.^ This change in the energy content affecting the 
electrons in the molecule is manifested by the absorption of light 
or by the associated phenomena of fluorescence, phosphorescence, 
or photochemical action, referred to in Part II, p. 130 et seq. 

Theory of Abegg and Bodlftnder.* A brief reference has already 
been made to this theory and the meaning which is attached to the 
term normal and contra-valencies (p. 58). The normal valencies are 
the stronger and are electropositive for metals and electronegative 
for non-metals. Their strength is affected by combination, which 
falls off as saturation proceeds. The activity of the contravalencies 
increases with increase in the negative character of the element and 

1 Baly, ZeiL / EMciroehemie. 1911, 17, 211 : Trana. Chim. Soe,, 1912, 101, 1469, 
1476. 
* Zeit, anorg. Chem,y 1899, 20^458 ; 1904, 80, 880. 
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ako with its atomic weight. This explains the existence of a stahle 
oxide of iodine but not of fluorine. The activity of the contra- 
valencies among negative elements also determines the formation of 
di- and poly-atomic molecules. Being latent in the metal, they possess 
monatomic molecules. The existence of latent contravalencies explains 
the formation of molecular compounds whose component molecules 
are similar. For when uncombined one component should contain 
an element belonging to the higher groups of the periodic system, 
and this is found to be the case. Compounds such as Hfi, NOg, HP, 
AICI3, &c., and organic hydroxy-compounds, oximes, and aldehydes 
enter into molecular compounds. The double fluorides and chlorides, 
water, and alcohol of crystallisation are examples The same reasoning 
accounts for ordinary molecular compounds such as (C 113)20 . HCl, 
NH3. HCl. In the latter case the formula will be represented thus : 

but it is improbable for reasons already given (p. 68) that the fourth 
hydrogen atom is combined differently from the other three. 
Solutions where combination of solute and solvent is indicated by 
thermal and other changes are placed in the category of molecular 
compounds. These changes are most marked when substances 
contain elements of high but unsaturated valency. 

In electrolytic solutions the following equilibria may occur : 

Ion + ion ;^ Undissociated molecules. 
Ion + solvent 5± Compound of ion + solvent. 
Undissociated molecules + solvent ^ Compound of the same. 

Feebly dissociating solvents are those which have no great 
tendency to combine with ions. If the tendency to ionisation is 
well developed, the affinity of the undissociated substance for the 
solvent is unimportant, as the non-ionised substance will not reach 
a high concentitttion compared with the ions. The case is represented 
by solutions of strong electrolytes whose solubility is determined 
by the affinity of ions for the solvent, and is therefore great in water, 
compared with the solubility in fully dissociated media. Sulphur 
dioxide, for example, is found to combine with those substances 
which undergo ionisation in the liquid. 

Briggs' Theory. Briggs^ has applied Abegg's theory in order 
to explain the structure of the metalammine compounds. The 

» Trans. Cfiem. Soc, 1908, 93, 1564 ; 1917, HI, 258. 
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radicals do not form two zones as Werner supposes, but are all 
directly attached to the metallic atom by virtue of their positive 
and negative affinities, with which each atom is provided. For 
example, the platinum atom is capable of combining with six positive 
affinities and four negative affinities. By its positive affinities it can 
attach the negative affinities of four atoms of chlorine, and by its 
negative affinities it can attach the positive affinities of six molecules 
of ammonia. Ammonia has only one available positive affinity, since 
its other positive and negative affinities are saturated by the positive 
and negative affinities of hydrogen. 

H 

It 

It 
H 

Chlorine has one positive and one negative affinity. The three 
compounds (Pt ^NHgCyCla, (Pt SNHaCyCl, and (Pt 2NH8CI5) may 
be represented by the following formulae, in which the free affinities 
are indicated by dotted arrows and the combined positive and negative 
by arrows pointing in reverse directiona 

^?» NH3 NHo 

<.-ci<-* A A 

NH, — ^ pi. i± CI ^jT .^ pfc <=^ CI CI ;;:^ p. ^ CI 

NHa-^ ^* :^ CI n\^ ^ CI CI ^ ^^ ^ CI 



NH 



3 -^^-"3 

3 

I. II. III. 



The chlorine atoms with free affinities are those which undergo 
ionisation. Thus, in I two atoms of chlorine and in II one atom of 
chlorine are ionised, whereas III is electrically neutral. The same 
idea has been applied to formulating KgPtCloy 

CI <- K < -• 
i 

CI :^ p. ^ CI 
CI ^ " ^ CI 

t 

Cl <^ K <-- 

in which the two metal atoms attached to the free affinities of the 
two chlorine atoms undergo ionisation. Briggs has also applied 



J 



t 



104 THE VALENCY OP CARBON 

Abegg's solution equilibria, referred to above, in order to show that 
there will be less tendency on the part of the chlorine atoms towards 
ionisation by reason of the residual affinity of the water molecules 
when attached by two kinds of affinity than by one. 

This theory has undergone a further development in the following 
way: It has been stated (p. 99) that J. J. Thomson recognizes two 
tjrpes of chemical combination producing ionic and non-ionic mole- 
cules. Bray and Branch ^ and G. N. Lewis ^ draw a similar distinc- 
tion between potor and non-polar compounds. Li the polar compounds 
(Thomson's ionic molecules) a transfer of electrons from one atom to 
another has taken place. In the non-polar compounds electrons have 
not been transferred, and the atoms are held together by equal and 
opposite tubes of force passing from the electrons in one atom to the 
positive nucleus of the other. Moreover, all gradations between a 
completely polar and a completely non-polar molecule are to be 
expected. In addition to the dual affinity of the atoms as exhibited 
by a tendency to both gain and lose electrons, Briggs distinguishes 
between primary and secondary affinity, the latter, which is opposite 
in sign to the former, only coming into action when the primary 
affinity has been saturated. In the strong electrolytes (polar com- 
pounds), such as potassium chloride, the atoms are united by primary 
affinity only, the secondary affinity (dotted arrow) being unsaturated, 
as represented by the formula : 

In the non-electrolytes (non-polar compounds), such as methane, 
the atoms are united by both primary and secondary affinity. 

II 

Hethano. 

Now, copper is incapable of direct combination wiih ammonia 
molecules to give compounds of the type Cu, rrNHa. Cuprous 
chloride, however, can combine with a maximum of three molecules 
of ammonia to give (Cu,8NH8)Cl,' and cupric chloride with six 
molecules of ammonia (Cu, 6NH3)Cl2. That is to say, the ammonia 
molecules are united to the copper by the saturation of the free 

> J. Anur. Chem. Soc., 1918, 86, 1443. 
s J. Amtr, Chem. Soc., 1918, 86, 1448. 
• Lloyd, J. Pkifs. Chem.y 1908, 13, 898. 
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positive affinity of the nitrogen in ammonia <— NH3 by the negative 
affinity of the copper in the two salts. But since the copper atom 
alone cannot combine directly with ammonia, it evidently does 
not possess negative affinity. Cuprous salts, however, can combine 
with ammonia, and cupric salts with a still larger quantity ; hence 
the copper atom, on losing an electron, develops negative affinity, 
and with a loss of two the negative affinity becomes more marked. 
It therefore follows that the negative affinity of the copper is a 
secondary phenomenon which only appears when the primary affinity 
has come into action. 

In this way the relative stability of the metalammine salts^ as de- 
termined by Ephraim^ from the temperature required to produce 
a constant dissociation pressure, can be readily explained* 

Similar views have been applied to acids and bases. The strongest 
and weakest acids may be written : 

Strong acid. Weak acid. 

If the secondary affinity of X in a weak acid is saturated by 
combination with a molecule M to give a complex acid, this complex 
acid will have the formula 

•> H -> XM 

and since the secondary affinity of X is now saturated, the secondary 
affinity of the hydrogen will be free, and its tendency to undergo 
electrolytic dissociation thereby increased. Whereas hydrocyanic 
acid is a very weak acid, hydrogen ferrocyanide, ferricyanide, and 
cobalticyanide are all strong acids. The same principles hold in the 
case of bases, the formulae for which fall between the types 

."> R -^ OH -► and R 1:; OH 

Strong base. Weak base. 

When the secondary affinity of R in the weak base is saturated by 
combination with a molecule A, a complex and strong base of the 
formula (RA) -^ OH is obtained, examples of which are afforded by 
the strongly alkaline compounds of ammonia with weakly basic 
metallic hydroxides Moreover, two or more molecules of the same 
compound may be united by secondary affinity and give rise to 
polymerisation. 

^ Ber., 1912, 45, 1322 ; 1918, 46, 8103 ; 1914, 47, 1828. 
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CHAPTER HI 

THE NATURE OF ORGANIC REACTIONS 

In the preceding chapter we have discussed the valency of carbon 
and the views which have been put forward to explain the pheno- 
menoa We have now to inquire into the causes which bring 
about the interaction of two substancea 

Valeaoy and AJBnitj. The first question which naturally 
suggests itself is what relation exists between valency and chemical 
affinity; does the quadrivalency of carbon, compared, say, with 
the univalency of chlorine, imply a correspondingly higher chemical 
affinity? Before answering this question it may be well to 
consider briefly the nature of chemical affinity, or the force which 
binds the elements together. This has already been touched upon 
in the previous chapter. It is generally assumed that opposite 
electrical propeiiiea of the elements determine the readiness with 
which they unite and the stability of the union. It is manifested 
by the evolution of heat or by the loss of some other form of 
energy. Thus, hydrogen and chlorine, representing a highly 
electropositive and electronegative element in the electrochemical 
series, unite with loss of enezgy, and this energy must be supplied 
if it is desired to break down the union ; in other words, the greater 
the loss of energy, the greater the stability of the product. The 
compound formed in this case, namely, hydrogen chloride, is highly 
ionised in aqueous solution. Exactly the same is true of the 
compound of sodium and chlorine. On the other hand, we have the 
phenomenon of atoms of the elementary gases joining together in 
the form of molecules and of still more highly polymerised forms, 
as, for example, carbon and sulphur, of such stability that they are 
only decomposed with difficulty. 

It is clear then that chemical affinity is at times independent of 
opposite electrical character unless we are pi-epared to admit, like 
Abegg and BodlAnder and others (p. 101), that the atoms are furnished 
with both positive and negative charges which may be brought into 
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action when required. This view is, however, attended hy serious 
difficulties, which may be illustrated in the case of carbon.^ 

Carbon, as already pointed out, occupies a unique position in the 
periodic table. Its position midway in the electrochemical series 
gives it a neutral character which enables it to enter into union with 
both electropositive elements, such as hydrogen, and electronegative 
elements like chlorine. It is noteworthy that although free carbon 
can only be induced to combine with great difficulty with either 
hydrogen or chlorine, the compounds formed, CH4 and CCI4, are 
not only stable at moderately high temperatures and under the 
action of many reagents, but are not appreciably dissociated in 
solution. Moreover, the elements linked to carbon retain something 
of their properties in the free state. Carbon, for instance, when 
combined with hydrogen, forms a strongly electropositive methyl 
group, but when joined to chlorine produces a strongly electronegative 
CCI3 group. The e£fect la seen on introducing the two groups in 
place of hydrogen into formic acid. Acetic acid, CH3.GOOH, is 
weaker by about one-twelfth than formic acid, as proved by its 
affinity constant ; trichloracetic acid has more than 5,000 times the 
strength. 

This peculiar character of carbon of acting as a neutral atom to 
which other atoms may become attached without renouncing their 
original properties has been referred to by van't Ho£f' as inertia 
(Trftgheit) and by Michael as plasticUtf.^ It is to this same inert 
character that van 't Hoff attributes the slow reactivity of organic as 
compared with inorganic compounds, or, as we should now say, the 
smaller tendency to ionisation.* 

But if carbon exerts little influence on the character of the atoms 
attached to it, it preserves the property, which it possesses in the 
free state, of polymerising, that is, of combining with itself to form 
aggregates of atoms and carbon chains. This again appears to be 
a peculiarity of its position in the periodic system ; for the tendency 
to polymerise or to form chains falls away in the periodic groups 
lying to the right and left of carbon. Chains of three and four atoms 
of nitrogen are known, but are unstable, and attempts to lengthen 
them have met with increasing difficulty, whilst in the case of 

^ Some of the ideM which are expresaed hera are derived from the Ansichien 
fiber die organische Cftemte, hy J. H. yan't Hoff, 2 yoIs., 1878 and 1881, Vieweg, 
Brunswick. Although this classic is now nearly a third of a century old and 
appeared at a time when organic chemistry was undergoing its most rapid 
development, many of the views which find expression there are still eminently 
suggestive and as applicable to present-day problems as when they first appeared. 

* Anaichien, vol. i, p. 2ii. > J. prdkL Chem,, 1899, 60, 825. 

* Anskhim, vol. i, p. 286. 
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oxygen the peroxides, peracids, and ozonides readily and soxaetinies 
explosively break up and lose oxygen. 

We may then ask : is this tendency to i)olymerise which is 
exhibited by free carbon in carbon chains effected by means of the 
opposite electiical polarities of the individual atoms ? If so, the end 
atoms of a chain, like the top and bottom discs of a voltaic pile, 
should show opposite polarities ; but there is no evidence that this 
is the case. For if it were so, the halogen atoms at the two ends 
of a carbon chain should i)088es8 different reactivities, which they 
do not, otheiivise hexylene dibromide and sodium should yield 
dodecylene dibromide, G]2H24Br2, whereas cyclohexane is foimed.^ 

We may therefore conclude that the tendency to polymerise, like 
chemical afiSnity, is a function of the atomic weight and is associated 
with the position of the element in the periodic system ; that increase 
of valency up to the central group is not attended by an increase, but 
by a decrease in chemical energy.' According to van't Hoff ' it is 
the high valency combined with the chemical ineitia of carbon 
which determines its union with so many different elements, as well 
as with itself, and which explains at the same time the formation of 
the vast number of organic compounds. 

TypMi of Seactioiui. What, then, determines chemical union ? 
Before answering this question we will consider the different kinds 
of organic reactions. Van 't Hoff ^ classifies them into three types. 
In the first, addition occurs between two unsaturated molecules by 
means of one of the double bonds without cleavage of either molecule. 

The product has in consequence a cyclic structure, 
OC NH OC— NH 

11 + 11 = „l I 

HN C:NH HN— C:NH 

Cyanic acid. Gyanamide. Carbodiimide. 

In the second type, addition occurs between an unsaturated and 

a saturated molecule, with cleavage of the saturated molecule. The 

additive compounds, which the defines form, come under this head. 

Hj^C Br CHjjBr 

II + I - I 
HjjO Br CHaBr 

The third type represents ordinary substitution in which both 

molecules are saturated." 

» W. H. Perkin, B«r., 18W, 27, 216. 

I Blomstrand, Ck«mie dw Jdxtgett, 1869, 217, 213. Hinrichsen, Zcit. physik. 
Chsm,, 1901, 88, 805. 

* Antkhten, vol. ii, p. 240. ^ Ansiehten, vol. i, p. 8. 

* There is a fourth type in which the molecule interacts with itself, condenses 
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To explain the union of methane with chlorine we shall have to 
assume one of two things, either that addition precedes substitution, 

CH, + Clj = CH4CI2 

CH4CI2 = CH3CI + HCl 

or that each molecule under the influence of the other dissociates, 

the methane into methyl and hydrogen, and moleculav into atomic. 

chlorine* 

CHj CI CH3CI 

+ !=-»■ 

H CI HCl 

The first view was held by A. Kekul^ and in a modified form 

by J. U. Nef ; the second by Williamson, who gave expression to it 

in propounding his 'Theory of Etherification ' (1861). Kekul^, in 

his Lefii^buch (1867), says: 'When two molecules react upon one 

another, they attract one another by their affinity and unite ; the 

relation between the affinities of the single atoms frequently 

causes the atoms, which had previously belonged to different 

molecules, to come into the closest attachment. On this account 

the atomic groups which were originally separated in one 

direction, when joined to the other molecule, separate in another 

direction.' The process may be represented by black and white 

spheres, thus : 

•o 

^ + o "^ io ~* + 

•o 

This view has been very generally adopted. Van't Hoff^ has 
pointed out that many substitution processes may be most simply 
explained by addition, and Michael^ has accepted the same view, 
which will be more fully discussed later. It receives further support 
from the theory of enzyme action, according to which enzyme and 
substrate unite before cleavage (Part III, p. 98), and from Fischer's 
explanation' of optical inversion (Part II, p. 197), whereby the 
reagent, which causes it, is represented as attaching itself to the 
atom before forming an additive compound which subsequently 
breaks down in a manner which may or may not cause a change in 
the spatial arrangement of the remaining groups. The researches of 
Schmidlin and Lang,^ who have been able to prove the existence of 
such additive compounds from a study of the melting-point curves of 
reacting compounds, point in the same direction. The theory also 

or polymerises. All the four types may occur in the case of a single compound 
as illustrated by the ketones (p. 66). 

1 Anwiektm, vol. i, pp. 226, 244. * J. prakt, Chem., 1888, 87, 486. 

* Annals, 1911, 881, 128. * Bar., 1910, 48, 2806; 1912, 46, 899. 
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fits in with Wemer*s notion of residual affinity or auxiliaiy valenciefl. 
In this connection it is interesting to note that Kekul^, who was 
a strong supporter of the theory of fixed valency, should have 
originated an idea which was directly opposed to it 

Nef ^ considers that chemical reactivity depends on dissociation, 
and at the same time on the additive power of the substituting 
molecule, by virtue of its residual valencies. 

CH,— H + a= 01 = CH3 H = CH3CI + HOI 

•'II 
01=01 

Both these views have been extended to the synthesis of organic 
compounds, in which wide scope is given to their application 
(p. 280). 

There is a fourth type of reaction in which both reacting molecules 
are saturated, yet unite without cleavage. Under this type may be 
included those loose combinations, commonly known as molecular 
compounds, represented by substances containing alcohol, benzene, 
and chloroform of crystallisation, those formed by the union of 
aromatic nitro and nitroso compounds ' with aromatic hydrocarbons 
and amino compounds, perbromides of the organic bases, and com- 
pounds such as piperidine and carbon tetrabromide, 05HiiN(0Br4).' 
As already stated, such combinations find no place in the ordinary 
views of a definite valency number, but are readily explained on 
Werner's theory. 

Among the many reactions, drawn from one or other of the 
different types, which might be discussed, we propose to limit 
ourselves for the present to those of the unsaturated compounds, as 
having been most carefully studied and affording the most varied 
and most interesting resulta 

Addition. Baaotioiuiof VniatiiratedCompouiids. The simplest 
case of a reaction between molecules is one where direct union occurs. 
The theory of unsaturated compounds depends in the first instance on 
the formation of what are termed additive compounds (p. 113). 
Where they are formed it is possible, as a rule, to discover one or 
more elementary atoms in the original compound whose maximum 
valency has not been utilized, and these atoms are represented as 
points of attachment for the new molecule or molecules. Thus, 
hydrocarbons of the ethylene and acetylene type and their derivativeSi 

^ Afmaim, 1891, 966, 59 ; Joiarn, Amer, Chem, Soc., 1904, 26, 1568. 

' Sohraube, Ber., 1876, 8, 617. 

* Dehn and Dewey, Joum. Amer, C9um, Soc, 1911, 88, 1588. 
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also aldehydes and ketones, cyanides and isocyanides, cyanaies and 
isocyanates, azo- and diazo-compounds, &c.y all of which form 
additive compounds, are readily explained on the theory of the 
unsaturation of certain atoms. 

But there are numerous other compounds which form simple 
additive compounds where the explanation is not so simple. In the 
pyrones^ the oxygen is made quadrivalent in order to afford a con- 
venient point of attachment for the molecule of acid with which they 
unite, and the structuie of the quinhydrones (Part II, p. 120) is 
explained in the same way. The existence of molecular compounds 
of aromatic hydrocarbons, phenols, and amino-compounds with di- and 
tri-nitrobenzene and picric acid, and of the perbromides of bases, &c., 
affords further examples for which unsaturation cannot conveniently 
be made to serve. It is for this reason, as we have seen, that 
Werner has introduced the notion of auxiliary in addition to ordinary 
or principal valencies (see p. 90). 

Nor is it every unsaturated compound that is capable of forming 
an additive compound ; there are, for example, hydrocarbons of the 
ethylene type which refuse to unite with hydrogen, halogen acid, or 
halogen. We are thus confronted with conditions in which, on the 
one hand, atomic unsaturation is for some reason suspended, and in 
which, on the other hand, addition occurs where unsaturation cannot 
be assumed. 

A study of the conditions determining unsaturation may throw 
some light on the nature of this property. 

Nef ' divides unsaturated compounds into three categories, namely , 
those which contain a single, active, unsatm*ated carbon atom, such 
as carbon monoxide, the alkyl and acyl isocyanides, hydrocyanic 
acid, fulminic acid and its salts, and mono- and di-halogen substituted 
acetylenes. They exhibit unsaturation in the same way as com- 
pounds of the second or ethenoid type, with the difference that the 
new pair of atoms or groups attach themselves to the same carbon 
atom instead of distributing themselves between two. The bonds 
may be free and active, or latent and inert, but it is only in the 
former condition, according to Nef, that addition can occur. The 
two are in dynamic equilibrium, and may be represented in the case 
of the alkyl isocyanides in the following manner : 

RN = C= :^ RN = CZl 

Activo. Inactive. 

The process of addition is supposed to occur by partial or complete 

> Trans. Chem, Soc, 1809, 75, 710. > Joum. Atntr, Chein. Soc, 1904, 26, 1549. 
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dissociation of the addendum into its atoms or constituent groups^ 

which then unite with the active valencies of bivalent carbon. 

Thus the isocyanides form additive compounds with chlorine in the 

following way : 

yd XII 

RN:C: + Cl:a -► RN:C<|| -► RNiC/ 

• ' xii \ci 

The other additive compounds of the isocyanides have already been 
discussed under bivalent carbon (p. 65). The second class of 
unsaturated compounds includes those of the ethylene type which 
combine by direct addition to a pair of unsaturated atoms, and 
constitutes the largest and most important class. 

The third group includes those closed atomic chains such as cyclo- 
propane and propylene oxide, which, though apparently saturated, 
unite with halogens, halogen acids, &c., like the olefines (p. 180). 

' Addition (Bihonoid Compounds). Ethenoid compounds, it is 
well known, enter as a rule into union with hydroxyl, ozone, the 
halogens, halogen acids, sulphuric and hypochlorous acid, nitrosyl 
chlorides, nitrogen tri- and tetroxide, and less frequently with 
ammonia, the amines, mercaptans, and alcohols.^ The subject has 
been carefully studied by Michael,' who has laid down certain 
general propositions, which he regards as determining the course of 
these and similar reactions. Adopting the principle proposed by 
Ostwald that ' every system tends towards that state whereby the 
maximum entropy is reached ', Michael ' replaces the word entropy 
by chemical neutralisation, that is, the neutralisation of the chemical 
energies or aifinities of the reacting atoms. He has further applied 
Ostwald's idea of the distribution of affinity among acids, or avidity,^ 
to the formation of additive compounds under the term distribution 
principle, which he explains as follows : 

'If two unsaturated atoms A and B are present in an organic 
molecule which exhibit unequal affinity towards and D of the 
addendum CD, and if A has a greater affinity for C than B has, 
addition will occur if the affinity of AO-^BD is greater than that of 
CD, and the more readily and completely the larger the difference. 
In this process of addition not only the affinity of ^ to C and of 
^ to D comes into action, but also that of A to D and of ^ to C, and 
therefore the further possibility is presented, not only of the com- 
bination of AC -^BD, but of AD + BC, and the latter in increasing 

> For a more complete list see J. U. Nef, Annalmf 1897, 398, 206. 
* /. prakt. Otem., 1899, 60, 286, 410 ; JSdr., 1906, 89, 2188. 

> J. prakt, Chem., 1899, 60, 292. * Thomsen, Pogg. Ann., 1869, 185, 497. 
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proportion the nearer the two combinations AC+BDyAD + BG 
approach one another. If the relations are changed in any way so 
that the afSnity of ^ to exceeds relatively that ot B to Cy the 
formation of AC-^BD must increase at the expense of AD-^BO^ 
and if B has a greater affinity than A to 2) it may happen that the 
amount of AD + BO becomes so small as practically to vanish.' 

This principle, taken in conjunction with that of maximum 
neutralisation, will determine the course of the additive process. 
T^e latter may take the form of what is termed by Michael the 
negiUive-positive rule, where the maximum neutralisation is attained 
by the electronegative atom or group of the addendum attaching 
itself to the more electropositive atom of the unsaturated molecule, 
and the more electropositive atom to the more electronegative part 
of the molecule.' For example, in propylene, CH3 . CH : CH^y the 
electropositive radical CH3 will influence the central more than the 
end ethenold carbon by rendering it more electropositive. Conse- 
quently, on the addition of hydrogen iodide, the electronegative 
iodine atom will be mainly attracted to the central carbon. This 
proves to be the case. At the same time a small amount of normal 
propyl iodide is formed in agreement with the principle of 
distri)bution. 

If in place of hydrogen iodide, whose constituents lie widely apart 
in the electrochemical series, ICl be added to the compound, a 
certain quantity of CH3 . CHI • CHjCl should be formed in addition 
to CH3.CHCl.CH2I. If, again, BrCl be employed, the relative 
quantities of the two products must become still more nearly equal. 

Experiment has fully confirmed this result, for Michael found 
that the proportion of primary to secondary chloride in the first 
case was 1 : 8, and in the second 5 : 7.' 

The action of negative groups in the unsaturated compound will 
also influence the result by rendering the neighbouring ethenoid 
carbon more negative. This is a common observation among 
unsaturated acids, like acrylic acid, with a strongly negative 
carboxyl group. Here the halogen of the halogen acid attaches 
itself to the p carbon. 

From the above considerations, the rule laid down by Markownikoff' 
that the halogen of a halogen acid attaches itself to the least hydro- 
genated carbon, though by no means free from exceptions, will be 
readily understood ; for the least hydrogenated carbon will usually 
be the one situated next to the strongest electropositive hydrocarbon 

1 J.prakt. Chem., 1892, 46, 206. * J.prakL Chem., 1892, 40, 345, 452. 

* Annalm, 1870, 153, 256. 
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radical. Let us take the case of a substituted olefine such as 
/9-bromopropylene, GH3 . CBr : OHg. The addition of hydrogen 
bromide produces j8)9-dibromopropane.^ The eifect here is due^ 
according to Michael, to the neutral character of the carbon atom, 
whereby the mutual attraction of the bromine atoms in the free 
state is stiU exerted, under the concurrent influence of the electro- 
positive methyl group. I^ on the other hand, the bromine occupies 
the a position, CH3 • CH* : CHBr, the attraction of the bromine atom 
as well as the proximity of the methyl group act in opposition ; t^e 
hydrogen bromide distributes itself, so that both propylene bromides 
are formed, namely, CH3. CHBr. CHgBr, CH3 . CHj . OHBrj. 

Michael^ considers that in longer chains reactivity may be 
influenced and modified by spatial considerations, and that, for 
example, a carbon group in position 5 and 6 relatively to the 
unsaturated carbon atom may, by its tendency towards ring-forma- 
tion, and, therefore, by its proximity to the unsaturated carbon 
atoms, determine the character of the product. In this way either 
the direct or indirect influence of each atom will be exerted according 
to its position, and determine the course of the reaction,' that of 
the atoms in direct connection with the reacting group naturally 
predominating. 

Much the same conditions as those which determine addition 
should affect the removal of halogen acids by alkalis, and some of 
the experimental results will now be briefly referred to. 

In propylene bromide, for example, the effect of the positive 
methyl group will not only be distributed between the two other 
carbon atoms^ but will be directed in a greater degree towards the 
retention of the bromine atom in the fi position. It has been found 
that the proportion of CH, . CBr : CH2 to CH3 . CH : CHBr is two 
to one. As )9-bromopropionic acid is more readily formed from 
acrylic acid than the a compound, the former loses hydrogen bromide 
more readily. Isobutylene yields tertiary butyl bromide, and it is 
found that the latter, of all the isomers^ is most readily converted 
into isobutylene. 

Similarly with the dihalogdn compounds; the more readily 
bromine is added, the more easily is it, as a rule, removed. 
(Generally speaking, the hydrogen of the least hydrogenated carbon 
is detached ; * but its removal depends upon the proximity of methyl 
groups, which by increasing the positivity of the carbon diminishes 

1 Reboul, Ann, Cfttm. Phys., 1878, 14, 465. 

' /. prakL Omu., 18^2, 46, 885. 

' See Yon 't Hoff*8 Anrichtenf yoI. i, p. 284, toI. ii, p. 252 

* Saytzeir, AnnaUn, 1875, 179, 280. 
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its affinity for hydrogen. (CH8)aCH • CHBr . OH, gives mainly 
trimethylethylene (CHs), . C : OH . CHs, and a little isopropyl- 
ethylene (CHs)2CH . OH : OH,. 

The little that has been systematically investigated on the addition 
of hypochlorous acid, ammonia, and alcohol is referred to by 
HichaeL^ 

In the above examples we have considered mainly the nature of 
the addenda. We will now extend the inquiry into the effect on 
addition of introducing other groups into the ethenoid molecule in 
place of hydrogen. A considerable amount of work has been done 
on this subject by Klages, Bauer, and Nef. 

Addition of Kjdrogon. Elages ^ has studied the reduction of 
two series of ethylene derivatives, in one of which a hydrogen atom 
is replaced by phenyl, and in the other by carboxyL Other hydrogen 
atoms are replaced by methyl, benzyl, and phenyl groups. The 
reduction appears to be inhibited where two methyl groups replace 
both the hydrogen atoms attached to the same carbon atom; in 
other words, by augmenting the positive character of the carbon 
group affinity for hydrogen is diminished. Thus, dimethyl and 
ethyldimethyl styrene CeHaCHiCCCHs),, OJELfi(Gja^:G(ORf,)y 
/3-dimethylacrylic acid COOH . CH : CCCH^)), and teraconic acid 
COOH . G(GHaCOOH) : GCCH,)^, are either leduced with great 
difficulty or not at all. The same applies to terpinolene (Part III, 
p. 257) and to methylheptenone (Part III, p. 267), both of which 
contain the group C : G(CH3)2. 

Addition of Bromine. Bauer' has examined the effect of 
substituents on the additive power of ethenoid compounds for 
bromine. His results are formulated in the following statement : 
^ the tendency of a carbon double bond to add bromine is diminished 
if in the case of both carbon atoms reduplication of carboxyl, ester, 
phenyl groups, or bromine has taken place.' Here the accumu- 
lation of negative groups affects the addition of negative atoms. 
In the acrylic acid series, the substitution of hydrogen by one or 
more methyl groups or one bromine atom attached to either carbon 
does not prevent addition ; but neither tribromacrylic nor dibromo- 
crotonic acid combine. Further, dimethylfumaric acid (pyro- 
cinchonic acid), diethylfumaric acid (xeronic acid), dibromo- and 
methylbromo-fumaric acid, acetylene tetracarboxylic and a-phenyl- 
cinnamic acid do not lend themselves to addition of bromine, 



»/. 



tnrakt Oum., 1S99, 60, 481, 468, 467. > Ber., 1904, 87, 924, 1721, 2801. 

s JSsr., 1904, 87, 8817. 
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whereas both maleic and fumaric, methylfumaric and bromomaleio 
acids combine. Here the multiplication of both positive and negative 
groups prevents addition, a iiact which steric hindrance may possibly 
serve to explain. 

Sudborough and Thomas^ have shown that the unsaturation of 
Py unsaturated acids is much greater than that of (X)3 acids, and the 
rapid addition of bromine in the former case serves as a method for 
distinguishing the two classes. The difference in the case of 
the fiP acids is attributed to conjugation, which is explained on 
p. 138. 

The addition of halogens is also modified by light, and will be 
referred to in the section on photochemistry (Part II, p. 141). 

It is an interesting fact, that whereas cinnamic acid and crotonic 
acid do not unite with iodine, phenylpropiolic acid and tetrolic 
acid, GH3G I G . GOGH, combine with two atoms of the element. 

Turning to the hydrocarbons, stilbene GeHsGH : GH . GgHg and 
its monomethyl and monobromo derivative add bromine, but not the 
dibromo derivative. Where both phenyl groups are attached to the 
same carbon atoms as in diphenylethylene {p^^JS : GHg and its 
mono- and di-methyl derivatives, bromine addition takes place, 
but is prevented in (G6H5)aG : GCGeHfi)^, (G6H5)aG : GHBr, and 
(GeH5)2G : GBrGHs, that is, where two phenyl groups or bromine 
are attached to the second ethenoid carbon. The presence of chlorine 
and cyanogen produce the same effect as bromine.^ A further fact 
of interest mentioned by Bauer is that phenylcinnamic nitrile adds 
bromine, forming a definite bromide, but a nitro group in the para 
position prevents the addition. The m-nitro compound, on the 
other hand, yields a definite additive compound, whilst the o-nitro 
compound occupies a middle position, bromine being partially 
decolorised without evolution of hydrogen bromide. 

tNO.GeH,. .GeHs 






^G:G<^^"^ 
XJN 



H/ 

Nitrophenylcinnamio nitrile. 

The retarding efiect of phenyl, carboxyl, and cyanogen follow in 

increasing order, GeH5<G00H<GN, which agrees with the affinity 

constants of the acids in which they occur : 

K 
Phenylacetic acid GgHg . GH^ . GOGH 00556 

Malonic acid GOOH . GH, . GOOH 0045 

Gyanacetic acid GN . GHj . GOOH 087 

» 2Vaii«. Chtm. Soc, 1910, 97, 715. « Bauer, J.'prakt. Chem,, 19U6, 72, 201. 
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The results of these observations appear to fall in with Michael's 
neutralisation or positive-negative rule ; for the addition of positive 
hydrogen atoms is retarded by reduplication of positive radicals in 
the ethenoid molecule, and negative bromine atoms by the presence 
of negative radicals. On the other hand, Biltz ^ has pointed out that, 
although tetraphenylethylene does not unite with bromine, the 
closely allied compounds tetraphenylene-ethylene and its oxide 
combine, though in the second case with difficulty. 

I >C:C< I 0<( >C:C< >0 

Tetraphenylene-ethyleno. Tetraphenylene-ethylene oxide. 

Also, diphenyldichlorethylene, phenylmono-, di-, and tri-chlor- 
ethylene, as well as tetrachlorethylene in sunlight, form additive 
compounds in spite of the multiplication of negative groups. 

(GJELf,)fi : CClj CcHfiCH : CHCl C^UfiB. : CClj CeH^CCl : CCl^ 

Diphenyldichlor- Phenylohlor- Phenyldichlor- Phenyltrichlor- 

ethylene. ethylene. ethylene. ethylene. 

But addition is inhibited in the case of diphenyldinitroethyleno, 
CcH^qNOJiCCNOjJCeHfi. 

The evidence is very conflicting. Bauer' adopts Hinrichsen*8 
view that negative groups in sufficient number and strength weaken 
the fourth valency of carbon, just as phosphorous pentachloride 
overloaded with negative atoms loses chlorine on heating, and passes 
to a state of lower and more stable valency. The valency of carbon, 
in the same way, when overloaded with negative atoms or groups, 
tends to shrink and become tervalent. From this point of view there 
is nothing remarkable in the existence of triphenylmethyl (p. 60). 

Exactly similar views have been expressed by Michael' on the 
instability of carbon compounds when charged with either negative 
or positive atoms or groups. Methane is a stable neutral compound 
because the negative carbon is neutralised by the four positive 
hydrogen atoms ; but if hydrogen is replaced by an electropositive 
metal, as in the organo-metallic compounds, there is a surplus of 
positive polarity, and a consequent loss of stability. The combined 
loss of stability and active valency is, no doubt, a gradual one, and 
varies in different compounds, so that the addition or removal of 
bromine is probably a reversible process, the balance of which may 
shift from one side, where no addition occurs under any circum* 

^ Annalen, 1897, 206, 231, 268. ' Annalen, 1904, 930, 223. 

' J. prakL Chem,, 1899, 60, 802. 
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stances, to the other, where the ethylene compound is wholly 
converted into a definite and stable bh>mide. 

Addition of Vitrosyl Chloride. The union of nitrosyl chloride 
with unsaturated compounds was first studied by Tilden,^ who 
found that addition occurs in the case of limonene, pinene, tri- 
methyl-, tetramethyl-, and methylpropyl-ethylene, normal octylene, 
phenylethylene (cinnamene), and diphenylethylene, oleic and 
elaidic acids, anethole and isosafrole ; but not with acenaphthylene, 
eugenol, safrole, tc^-nitrocinnamene, crotonic, isocrotonic, fumaric, 
and maleic acids. There appears to be no relation between the 
additive power for nitrosyl chloride and that for bromine. 

Addition of Vitrogen Triozide. The property of forming 
additive compounds with N2O3 is also found among the terpenes. 
The nature of the product may vary according to the environment, 
giving rise to nitroso-nitro compounds or nitro-oxime&> 

—C — C— — C — C— 



NO2 NO NO2 NOH 

Kitroso-nitro. Kitro-oxiino. 

Addition of Vitrogen Tetrozide. Many of the terpenes and 
unsaturated ketones ' are known to form additive compounds with 
nitrogen tetroxide, forming nitrosates containing the group, 

~C — C— 

I I 
NOj, ONO 

which, in the case of unsaturated ketones, readily loses HNO^, and 
passes into unsaturated nitro compounds* Schmidt* has shown 
that with diphenylacetylene both cis and trans stereoisomers of 
dinitrodiphenylethylene are formed, 

OgHg , C = C . CgHj 

I I 
NO^ NO2 

and Biltz ^ has found that this property is shared by tetrachlor- and 
tetrabrom-ethylene. In the case of the tetraiodo compound, sub- 
stitution of the iodine occurs. 

Addition of Kydrozyl and Osone. A characteristic property of 
the ethenoid cai'bon atom is its power of taking up two hydrozyl 

* Trans, Chem, Soc^ 1894, 1, 824. 

* Wieland, Annalen, 1903, 828, 154 ; 1908, 829, 225 ; 1906, 840, 63. 
s Wieland and Bloch, Annalm, 1906, 840, 168. 

* £cr., 1901, 34, 619. » £er., 1902, 35, 1528. 
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groups when oxidised by a dilute and neutral solution of perman- 
ganate, usually at the ordinary temperature. This reaction has 
been utilized in ascertaining the position of a double link as well as 
in effecting the cleavage of the molecule by further oiddation at 
this point : > C = C < + HjO + 0=> C(OH) - C(OH) <. Many examples 
of this reaction will be discussed in later chapters. Another property 
which appears to be shared by acetylene compounds is the union of 
ethenoid compounds with one molecule of ozone, forming a class of 
compounds known as ojBonides. 

^ >C:C<+03=>C C< or >C — C< 

II I i 

0—0—0 o — o 

Y 

The formation and properties of these compounds have been 
exhaustively studied by Harries and his co-workers.^ They are 
obtained by passing ozonised oxygen (containing about five per cent, 
of ozone) into a solution of the unsaturated compound in an inert 
solvent along with a current of carbon dioxide, which diminishes 
the risk of explosion, some ozonides being extremely explosive. They 
are thick colourless oils, syrups, or gelatinous masses, which liberate 
iodine from potassium iodide and bleach permanganate and indigo. 
They have a peculiarly unpleasant and suffocating smell, and some, 
such as the ozonides of mesityl oxide and acrolein, are explosive, 
but not those of the unsaturated hydrocarbons, the simpler members 
of which are sufficiently stable to be distilled in vacuo. With water 
they decompose at the original double bond into aldehyde or ketone 
and hydrogen peroxide. 

CH,-0. 

I >0 + HoO = 2HCH0 + HoO, 

CHa— O/ 

Ethylene ozonide. Formaldehyde. 

In other cases, where excess of ozone is used, the ozonide breaks up 

and gives the peroxide of the one carbon group and the aldehyde 

or ketone of the other. 

CH3V 

\C 0. CH3V .0 

r/| \o- >C<|+RCH0 

ECH— O^ r/ M) 

The formation of ozonides may be used for determining the 
presence and, frequently, the position of a double bond, and the 

> Amialen, 1905, 843, 811 ; 1915, 410, 1. 
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process has been applied in the case of pulegone, pinene, and other 
compounds. 

The fact that benzene forms a triozonide may therefore be taken 
as evidence of the KekuU formula. This compound breaks up with 
water like other ozonides, giving three molecules of glyoxal. 

O 

CHO 

CHO \CH0 
+ 3H2O -♦ I +3H20a 




CHv CHO XJHO 

CH 9 CHO 

"^0—0 

Naphthalene, however, only unites with two molecules of ozone, 
both of which are attached to the same nucleus, and consequently, 
according to Harries, the two nuclei are di£ferently constituted. 

The action of ozone on aldehyde and ketone groups is to furnish 
one additional atom of oxygen, and form a peroxide, so that a 
substance like mesityl oxide, which contains a ketone group in 
addition to an ethylene linkage, unites with four atoms of oxygen, the 
product breaking up with water into acetone (or acetone peroxide), 
pyruvic aldehyde, and hydrogen peroxide : 

(CH3),C:CH. CO. CH3 + O3 + O = (CH ^C— CH. C. CH3 ^ 

^11 11. 


\y II 

o o 

(CH )aC-CH . C . CH3 + 2H,0 = (CH3)aC0 + CHO . CO . CH3 + 2HaOg 



\/ II 

yO 

or, + HjjO « (CH3)C<^ I + CHO . CO . CH3 + HjjOg 

Autozidatioii. The behaviour of unsaturated compounds towards 
ozone leads directly to the action upon them of free oxygen, and to 
the explanation of the phenomenon known as autoxidation, which 
was first studied by SchOnbein. The property which turpentine oil 
possesses when exposed to air of absorbing oxygen, which is thereby 
rendered active and capable of bleaching indigo, separating iodine 
from potassium iodide, oxidising arsenious to arsenic acid, &c., has 
long been known, and the induced activity has been variously 
ascribed to the formation of ozone, hydrogen peroxide, and atomic 
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oxygen. A different interpretation of the process has been offered 
by Moritz Traube and Engler and Weissberg^ on the following 
grounds : turpentine oil will retain its oxidising properties for years in 
the dark in absence of air, a condition which would scarcely obtain if 
ozone or atomic oxygen were in contact with so oxidisable a substance 
as turpentine. The oxygen which turpentine absorbs is not dis- 
placed by passing inert gases through the liquid^ indicating some 
form of combination. The activity cannot be due to dissolved 
hydrogen peroxide, since the latter cannot be removed by shaking 
with water, whereas from an artificially prepared mixture it is 
completely extracted. Moreover, oxidised turpentine oil, unlike 
hydrogen peroxide, separates iodine from potassium iodide in absence 
of an acid, and gives no blue colour with chromic acid solution and 
ether such as a trace of hydrogen peroxide will produce. On the other 
hand, the oxidised turpentine gives the yellow colour with titanic 
acid, characteristic of all peroxides. The conclusion arrived at by 
the authors is that the oxygen attaches itself in the molecular form 
to the substance, yielding a peroxide which may undergo intra- 
molecular rearrangement into the ordinary atomic form, or may 
give up a portion of ita oxygen to an oxidisable substance in its 
vicinity. In this way many substances which are not directly 
oxidisable by free oxygen can be oxidised indirectly by the peroxide. 
The authors of the theory term the peroxide or moloxide the 
autoxidator, the substance indirectly oxidi^d the acceptor^ and 
formulate the process as follows : 

AO2 + B -» AO + BO 

Autoxidator. Acceptor. 

A behaviour precisely similar to that of turpentine has been 
observed in the case of other unsaturated hydrocarbons, amylene, tri* 
methylethylene, hexylene, fulvene and its derivatives (Part II, p. 92), 
&c., and may be represented as follows : 

— C=C~ + 02 = -C— C— 



n 



in which molecular oxygen adds itself to the ethenoid carbon atoms 
after the manner of ozone. 

The discovery by Baeyer and ViUiger' of the existence of a 
definite though highly unstable peroxide of benzaldehyde has 
afforded strong evidence in favour of the above view. The substance 

1 VorffSnge der AtUoxydation. Vieweg, BrUQifvvick, 1904. 
« £er., 1900, 33, 858, 1669. 
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was obtained by the action of hydrogen peroxide on benzaldehyde 
as a colourless crystalline compound having an acid character and 
forming salts. According to Engler and Weissberg it is produced 
by addition of molecular oxygen followed by intramolecular change. 

O 

C^UfiUiO -^ CcH^Ch/No -^ CeH^C.O.OH 

^ O 

Benzoyl hydroperoxide.^ , 

Benzoyl hydroperoxide has similar properties to oxidised turpentine, 
inasmuch as it is not only capable of oxidising a second substance 
such as indigo, but can react upon itself and, by parting with an 
atom of oxygen to a second molecule of benzaldehyde, yield two 
molecules of benzoic acid : 

CeH.CHO + CeHjCOaH = 2CeHftC00H 

A similar process has been observed in the case of triethylphosphine, 
which, by absorption of oxygen, forms a peroxide, (02H5)3P02» 
capable of reacting on the unchanged substance, giving two 
molecules of monoxide : 

(C,H5),P0, + (CHJjP = 2(C,H5)3PO 

Many other examples of peroxide formation by absorption of free 
oxygen might be quoted, such as the conversion of phenylhydroxyl- 
amine into azoxy benzene,^ and )9-methylhydrindone into benzyl- 
methylketone o-carboxylic acid,' but sufficient has been stated to 
illustrate the parallelism which exists in the behaviour of free 
oxygen and ozone. 

But in addition to the secondary processes above described, 
namely, the interaction of the peroxide compound with a foreign 
oxidisable substance, and also with itself, other secondary changes 
may and often do occur, such as the polymerisation of the peroxide, 
observed in the case of acetone peroxide, and the action of water on 
the peroxide, which may lead to the formation of hydrogen peroxide. 
The appearance of hydrogen peroxide when oxidised turpentine is 
left in contact with water has been explained in this way : 

yO Hv /0,0H 

A<f| + No -^ a/ -^ AO + HA 

More recently, peroxides have been used for oxidising the ethenoid 



^ Kipping and Salway, Trans. Chem. 8oc,, 1909, 05, 16<^ 
* Bamberger, Ber., 1894, 27, 1&51. 



124 THE NATURE OF ORGANIC REACTIONS 

group by delivering up an atom of oxygen. Ethylene oxides can be 
prepared in this way by the use of benzoyl hydroperoxide. 

O 

>C = C<+ C,H5C03H=>C~C< + CcHjCOjjH 
The application of other organic peracids to the oxidation of anhy- 
drides has also been studied/ 

Batarogeneoiui Addition. We have so far considered the natura 
of addition where the constituents of the addendum are similar, as 
in bromine, or dissimilar, as in hydrogen iodide, and again where 
the ethenoid carbon atoms are linked to different groups. There 
is a third case where both the ethenoid carbons ai-e attached to 
different radicals, and the addendum consists of heterogeneous con- 
stituents. Examples of this type are considered on p. 208, and need 
not be referred to at length. The most interesting cases are perhaps 
those reactions in which the alkyl and acyl halide react with the 
metallic compounds of acetoaoetic ester and Michael's reaction 
(p. 202). Here the electrochemical characters again appear to 
determine the course of the additive process, the positive and 
negative groups on both sides distributing themselves in such a 
way as to produce, according to Michael, the maximum neutralisation j 

of affinities. 

For example, the negative iodine atom of the alkyl iodide attaches 
itself to the carbon which is rendered positive by methyl and the ONa 
group, and the positive alkyl group to the negative carbon made 
negative by the associated carboxyl group, that is to say, the 

ONa 

+ - I 

CHg . qONa) : CH . COOCjjH^ CH3 . C— CH . COOCaH, 

I CH3 "1 CH3 

- + 
» CH3 . CO . CH(CH3) . COOC2H5 + NaT 

substitution is preceded by addition, an assumption which is by no 

means improbable. 

In Michael's reaction similar conditions are supposed. to prevail. 

The union of cinnamic ester and sodium malonic ester probably 

takes place as follows : 

+ - 
CcHs . CH : CH . COOCaH^ Cell^ . CH . CHNa . COOCgH^ 

- + I - 
(CaH^OOC),CH Na = (CjjH^OOQaCH 

^ ^VMT. Chem, Journ., 1905, 32, HS. 
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An interesting question arises as to what would occur if in the 
first of these two reactions the metal wei*e made less positive and 
the addendum more negative. What, in short, would happen if 
silver were substituted for sodium, and an acyl for an alkyl radical ? 
The subject has been investigated by Michael.^ He finds that if 
the relations of the two unsaturated atoms are so changed that their 
affinity to methyl is diminished more than that of the metal-oxygen, 
the tendency of the reaction will be towards substitution rather than 
addition. Silver acetoacetic ester and methyl iodide ^till give* methyl- 
acetoacetic ester, but less readily and with decreased yield. If the 
negative chloroformic ester is substituted for methyl iodide, sub- 
stitution occurs and not addition, and the acidic group attaches 
itself to oxygen.' 

If, again, the ketone group is made more acidic, as, for example, 
in oxaloacetic ester, C^HgOOC. 00. CH^. OOOC2H5, the alkali 
compound furnishes only a poor yield of G-alkyl derivative, but an 
excellent yield of the 0-alkyl compound, especially if the less positive 
silver salt is used. 

The action on sodium acetoacetic ester of a strongly negative 
halide compound, such as acetyl chloride, is interesting, for its 
tendency to unite with oxygen is small in spite of the presence of 
the strongly electropositive alkali metal, and consequently diaceto- 
acetic ester is formed : 

CH3COCI + CH^.. C(ONa) : OH . COOCjH^ 
= (CHs . C0),<5H . COOC^Hfi + NaCl 
It is not, however, clelCF from Michael's theory why the union 
between acetyl chloride and acetoacetic ester, in presence of so weak 
a base as pyridine, should ^ve rise to aoetoxycrotonic ester, 
CHa^. 00(00 . CHj) : OH . COOCjH, rather than its isomer. 

Nef ' has expressed much the same view, namely, that the metal 
is attached to oxygen, and that alkyl and acyl halides may react by 
addition. He has shown that by the action of acetyl chloride on 
the sodium compound both products, namely, a little 0-acetyl along 

> J.prakt Chem,f 1899, 60, 816 ; see alao Landeri Trans. Chem, Soe., 1900, 77, 
729. 

' This is in accordance with a more general law enunciated by Michael, 
whereby carbon, when attached to negative atoms or groups, shows less tendency 
to combine with itself (polymerise). Carbon monoxide can exist as a single 
molecule, but in union with metals polymerises, giving (COK)c(CO)0Ni, (CO)cFe. 
On the other hand, the non-existence of methylene and methyl is due to the 
opposite tendency of the presence of electropositive atoms to cause polymerisa- 
tion {J.prakt. Chmn., 1899, 60, 295). 

* AfmaUn, 1891, 266, 62 ; 1898, 276, 285 ; 1894, 280, 814. 
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with the C-acotyl derivative are formed. The main difference be« 
tween these ohservers is that Nef regards both the free acetoacetic ester 
as well as its sodium derivative as possessing the hydroxyl formula, 
a view which has since been disproved. Moreover, he assumed that 
the halogen united with the ot-hydrogen of the ester rather than 
with the sodium atom. He bases the latter view on the observation 
that benzyl chloride, and also acetyl and benzoyl chloride acting 
on the sodium compound, give both mono and dialkyl and acyl 
derivatives, which he expresses as follows : 

CHa.CONarCH.COOCjiHj = CH3.qONa):C(C7H7).COOC2H3 + HCl 

• • 

CI C-fXij 
CH3. CONa:C(aH,).COOC.Ha = CH3.CO.C(C,Hj),.COOC2H5 + Naa 

• « 

CI C7H7 

It seems improbable that if sodium chloride were eliminated at tho 
first stage the product, which contains a benzyl group and is there* 
fore more positive, should decompose the sodium chloride and yield 
a sodium compound capable of reacting with a second molecule of 
benzyl chloride. He concludes that the direct exchange of metal 
is not possible.^ 

There are, however, other explanations of the above processes not 
involving addition. The change of 0-compound to C-compound 
might occur after substitution under certain conditions, although 
ethoxycrotonic and ethoxyfumaric ester are comparatively stable 

CoHkO • C • CHq CoHkO • CH 

II II 

HC . COOCjjHs CH . COOC2H5 

Ethoxycrotonic ester. Ethoiyfumaric e&ter. 

substances, and it is not probable that in these two cases such a 
shifting of the alkyl group is likely to occur. The acyl derivatives of 
acetoacetic ester, on the other hand, are known to undergo isomeric 
change of this character (Part II, p. 863). 

Dismissing the theory of isomeric change after replacement as 
improbable, there is another view which has been advanced by 
W. Wisllcenus.* Direct substitution of metal by radical occurs 
under constraint, and is usually effected by means of an insoluble 
compound (silver salt) in a non-dissociating medium (ether, benzene, 
&c). Replacement by a metal (alkali) in a dissociating solvent and 
at a higher temperature brings about a * free reaction ', and with it 



* Annalenj 1891, 266, 116. 

* 'Tautomerie', Ahrons' Vortr&ge, 1898, 2. 
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indirect substitution. This latter effect is supposed to depend upon 
the reversible nature of the free bond of the organic residue on 
removal of the metal, which may be expressed in the case of 
acetoacetic ester as follows : 

CHa.COiCH.COOCgHg ±;: CH3 . CO . CH . COOC^Hs 

and it will thus enable the C-derivative to be formed. The first, or 
constrained process, produces an 0-derivative ; the second, or free 
reaction, a C-derivatiye. 

But if the formation of an O-derivative in acetoacetic ester depends 
on a constrained reaction, it is difficult to account for the fact, dis- 
covered by Lander,^ that 90 per cent, of C-ether is formed by the 
action of ethyl iodide in presence of silver oxide (which gives much 
the same result as the silver compound). 

Perhaps the most satisfactory explanation, as suiting the most 
varied conditions has been supplied by Lapworth (Part II, p. 354), 
in which there is an equilibrium established between the dissociated 
ions of the two metallic derivates, or, in other words, an equilibrium 
mixture of both metallic compounds is present : 

CH3.ci:CH.C00CgHj + Me ^ CH, . CO . CH . COOCjHs + Me 

Me B metal. 

which may shift from one side to the other according to the 
conditions of the reaction or nature of the reagent or both. 

Primarily, no doubt, electrochemical influences prevail, and 
determine combinations such as occur in the use of zinc alkyls 
and the Grignard reagents. Michael would probably interpret these 
reactions by supposing the electropositive metal to link itself to 
oxygen in a ketone, or to nitrogen in a cyanide, and by neutralising 
the electronegative effect of oxygen or nitrogen' render the adjoining 
carbon more disposed to polymerise (attach itself to carbon), and 
thus attract an alkyl group. 

/CH3 V .OMgBr 
>C-0 + Mg/ =>C<( 

■ 

This example introduces a fourth type of addition in which the 
atoms constituting both unsaturated molecule and molecule of 
addendum are dissimilar. 

Examples of this type are very common, and may be briefly 

« Trans, Chem. Soc., 1903, 83, 420. 
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enumerated. The addition producta of aldehydes and ketones, C : O, 
also of ihialdehydes and ikioketoneSj (C : S), are as follows : 

Reagent HCN NH3 NaHSOj C.H^OH HPOj 

,0H /OH /OH /OH /OH 

Product >c< >c<: >C< >c<C >C< jy 

^CN \nH^ NS0;,Na ^OCjHg X)P<^(OH)j 

This additive power of the CO group falls away in something like the 
following order, depending upon the nature of the attached groups : * 

CO CO CO CO CO 



CH3 C:C R6 HjjN HO 

Similar ohservations have been made by Qoldschmidt' on the 
addition of ammonia to ketonic esters. 
In compounds of the general formula, 

B.C:0 

I 

CH2 • COOC2H5 

the stability of the additive product decreases with increasing 
poaitivity of R in the following order : 

C«H5, COOC2H5, CH3. 
Petrenko-Kritschenko ' and Stewart ' have shown that with increasing 
negativity of the neighbouring groups the reactive power of CO for 
sodium bisulphite increases ; with positive groups it decreases. 
The following percentages were obtained in thirty minutes with the 
same strength of solution of sodium bisulphite : * 

Acetone .... 47 | PUiftcoline ... .66 
Methyl ethyl ketone . . 25-1 Aeetoaoetio esUr . . 56-0 

Methyl isopropyl ketone 7*6 Acetone dicarboxylie ester . 61*0 

Among other unsaturated organic compounds which are capable 
of forming additive compounds under conditions, which have not 
been submitted to very careful or systematic examination, are the 
ozimes >C:NOH, the methyleneimides — N:CH2, the azoimides 

— N^ II , the azo-oompounds — ^N=N — , Ac 

The next class of unsaturated compounds to which attention 
will be directed is that in which more than one double bond is 
present. This class may be subdivided into two groups : one in 
which the unsaturated atoms are similar and adjoin one another, 

1 Vorlander, AmuOm, ie()8, 841, 9. * B^r., 1896, 80, 106. 

> Annalmy 1906, 841, 160. « Tnma. Ckgm. Soc, 190{$, 87, 186. 

* Ab the numbers refer to the quantity formed in a given time and not to the 
reaction velocity, they are not strictly comparable. 
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and have consequently a carbon atom in common, as in allene 
CH2 : G : CH2, and carbon suboxide CO : : 00, or in which the 
unsaturated atoms are different, as in ketone and its derivatives, 
CH2 : G : O ; and one in which the unsaturated atoms are separated 
by one or more carbon atoms. 

Members of the allene series are very few in number, and have 
been little studied. They are obtained by the action of metals on 
the dibromo-olefines and removal of bromine as metallic bromide. 

CHjiGBr.GHjBr -» GHatGtGH, ' 

Dibromopropylene. Allene. 

In presence of sulphuric acid they take up the elements of water 
and form ketones, and further undergo isomeric change, on heating 
with sodium, into the corresponding acetylide, 

GHarGiGHa -^ GHg-GiGH 

The SetenM, Carbon Suboxide (G^Og). The class of compounds 
known as ketones have the general formula R2G : GO. They not 
only serve to illustrate the various types of reactions characteristic 
of unsaturated compounds, but afford an insight into the increased 
reactivity produced by the adjoining double bond on the ketone 
group. The parent substance, GH^^i GO, was obtained by Wilsmore ^ ^ 
by heating acetic anhydride, acetic ester, or acetone by means of 
a glowing platinum wire, and by Schmidlin * by passing the vapour 
of acetone through a red-hot tube. 

GH3. GO. GHi = GHg.GO + GH^ 

Staudinger' obtained various ketone derivatives, such as methyl- 
ketone GHs.CHtGO, dimethylketene {CR^fiiGOy phenylketene 
CJIfiH : GO, and diphenylketene (GeH5)2G : GO, by acting upon the 
halogen acid chloride or bromide with zinc 

GRgGl . GOGl + Zn - GBjj : GO + ZnGl^ 

Garbon suboxide G3O2, which may be included in the same group 

of unsaturated ketones, was obtained by Diels and Wolf ^ by distilling 

in vactM a mixture of malonic acid or its ester with phosphorus 

pentoxide, 

GH2(GOOH)2 - GO : C : GO + 2H2O 

or by acting on dibromomalonyl chloride with zinc filings. Both 
ketone and carbon suboxide are colourless and poisonous gases, with 
an unpleasant and penetrating smell. Ketone can be liquefied at 
— 6d°, carbon suboxide at 7^ Staudinger divides the other ketones 
into aldoketenes of the formula KGH : GO and ketoketenes "Rfi : CO. 

1 Tmns. Chem. Soc., 1007, 01, 19S8. '*£«r., 1910, 48, 2821. 

> Die Ketene, by H. Staudinger. Enke, Stuttgart, 1912. 
« B0r., 1906, 89, 689. 

PT. I K 
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The former are colourlees, the latter yellow or orange gases or 
liquids. They are all extremely reactive, uniting not only with the 
^ usual addenda characteristic of ethenoid compounds, such as the 
halogen acids and halogens, forming acid chlorides and halogen acid 
chlorides, but also with water, alcohols, mercaptans, primary and 
secondary amines and acids. In none of these reactions, however, 
do they resemble true ketones, but rather compounds of the carbimide 
type CO : NR. 

With water, ketene and carbon suboxide form respectively acetic 
and malonic acid, 

CHa : CO + HjO = CH3 . COOH 
CO : C : CO + 2Hfi = CHalCOOH)^ 
With alcohol, they yield acetic and malonic ester, 

CHj : CO + CjHfiOH « CH3 . COOCjHs 
CO : C : CO + SCaHgOH = CHjCCOOCaHj),, 

With aniline or ammonia, the ketones yield anilides or amides, 

CH, : CO + NHjCeHfi = CH., . CONHCeHg 
(CeHg)^ : CO + NH3 - {CeH3'),CH . CONHj 

With acids, anhydrides are formed, 

(C6Hfi)2C : CO + CeHjCOOH « (CflH5)2CH . CO . O . COCcH, 

XXX) . COCH3 
00 : C : CO + 2CH3COOH - CHo< 

\COO.COCH3 

-ChZ.>0 + (CH3C0),0 

\bo 

A second type of reaction is presented by the union of two or more 
molecules of ketene ; in other words, by polymerisation. Whilst the 
ketoketenes are more disposed to form additive compounds, the 
aldoketenes are characterised by their remarkable tendency to 
polymerise. In the latter ease polymerisation takes place so rapidly, 
even in dilute solutions, that the aldoketenes cannot be prepared in 
a pure state. The ketoketenes polymerise more slowly, dimethyl* 
ketene requiring from one to two hours at the ordinary temperature, 
whilst diphenylketene will remain unchanged for months. Spon- 
taneous polymerisation, that is, at the ordinary temperature and 
without the use of reagents, leads to cyclobutane derivatives : 

RjC-^CO 
2R,C:C0 -^ I I 

OC— CR, 

A third type of reaction is illustrated by the formation of an 
additive compound followed by cleavage into two new molecules. 
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This is best shown by the behaviour of oxygen, with which more 
especially the ketoketenes unite. By passing oxygen into dimethyl- 
or diethyl-ketene at -20% white amorphous compounds separate 
which in the dry state explode violently ; but suspended in ether 
they break up into carbon dioxide and the ketone 

t 

RjCiCO R,C-CO EaC-i-CO RfiO 

0—0 O 0-fO COj 

II I 

o 

The reason for introducing a second intermediate dioxide stage 

between ketene and ketone is the existence of ketene oxides of the 

formula, 

. KoC— CO 

o 

which in the case of phenylmethylketene and diphenylketene appear 
in considerable quantity along with the dioxide. 

Finally, there is a fourth type of reaction illustrated by the union 
of the ketene with a second unsaturated molecule, containing one of 
the following groups : 

C:C, C:0, C:N, C:S, N:0, N:N. 

A four-atom ring is first produced, which more or less easily breaks 
down into two new molecules. 
With ketones, for example, the foUowing reaction takes place : 

RjC : CO RoC-l-CO BJO 

« III ^ ii+co, 

RjjC : RjC-i-O RjjC 

« 

I 

■ 

The addition may occur in two ways, and it has actually been 
observed in the case of the compounds with the carbimides thus : 

EaCiCO RaC:CO 

+ + 

RjC : NR RN : CRo 

4 I 

RaC— CO R.C-CO 

II II 

RjC— NR RN— CRj 

Where union with nitroso compounds occurs, such as diphenyl- 
ketene with nitroBobenzene, combination and cleavage follow two 
directions; 

K 2 
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(CcH,)20-C0 (CeH5),C CO 

II -^ 11+11^ 

O-NCcHs O NCflHg 

(C,H,)2C-C0 (CcH5)aC CO 

I • I -^ II + II 

CcH^N-O C0H5N O 

Thus every type of reaction is represented, and it should be 
observed that in addition to the foregoing, additive compounds 
are formed with pyridine and quinoline, acid chlorides, hydrogen 
cyanide, and the Grignard reagent, yet in no case is the behaviour 
that of a true ketone. This difference in character may be ascribed 
to the presence of two adjoining double bonds, which not only 
enhance the reactivity of the molecule, but fundamentally alter the 
ketonic character of the substance. 



ocijcx) 

Di methylketene-pyrid ine. 

A group of compounds termed ketimineB of the general formulae 

R.CH:NH R.CRi:NH 
have more recently been obtained by Moureu and Mignonac ' by the 
action of ammonium chloride on the product of the action of the 
Grignard reagent on the nitrites 

R . C( : NMgBr)Ri + NH^Cl = RR^C : NH + MgClBr + NH3 
They are low-boiling basic substances which combine with acids 
forming crystalline salts, readily decomposed by water into the 
ketone and ammonium chloride 

RRiC : NHjCl + Hfi - RRjCO + NH4CI 

Conjugated Doable Bonds. This term has been applied to those 
unsaturated compounds in which the unsaturated groups have no 
single carbon atom in common, but the pairs of double bonds are 
separated as in isoprene or butadiene, acrolein or glyoxal. 

CHg:C(CH3).CH:CHj CHarCH.CHrCHg CHj:CH.CH:0 

Isoprene. Baiadiene. Acrolein. 

0:CH.CH:0 

Glyoxal. 

» Comp. rend.j 1913, 156, 1801. 
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Under cerfcain conditions of atomic environment such a grouping of 
double bonds exhibits abnormal chemical behaviour and abnormal 
physical properties. For example, muconic acid on reduction or 
bromination does not unite with four atoms of each element, as the 
existence of two pairs of double bonds might lead one to exp^t, but 
only two atoms are absorbed, and attach themselves to the « carbon 
atoms at either end of the chain, a process which is accompanied by 
a shifting of the double bond to the middle position.^ 

HOOC.CH:CH.CH:CH.COOH 

Muconic acid. 
H, Br, 

-^ \ 

HOOC . CH, . CH : CH . CH, . COOH HOOC . CHBr . CH : OH . OHBr . COOH 

Hydromuconic aoid. Muconic acid dibromide. 

Similarly, diphenylbutadiene unites with nitrogen tetroxide to form 
a 1 . 4 dinitro compound.' 

CflHjCH : CH . CH : CH . CeH, + N^O^ » 

- CoH^CHCNOJ. CH : CH . CH(N0JC«H5, 

That the positive hydrogen atoms should seek the most negative 
carbon atoms is not surprising, and these are situated at the end of 
the chain ; but that the negative bromine atoms and nitro groups 
should act similarly introduces a difficulty for which an electro- 
chemical explanation seems insufficient Moreover, there is no 
apparent reason why, supposing the first two atoms to enter the end 
positions in the chain, reduction or bromination should stop, as 
it does. 

Thiela's Theory. To account for this and similar phenomena 
J. Thiele' has introduced his theory of partial valencies. 

According to Thiele the valency of unsaturated atoms, which are 
usually denoted by double or treble linkages, is not wholly utilized, 
but some force of affinity remains as a residual or partial valency, by 
virtue of which the process of addition is initiated. 'These partial 
valencies are indicated by dotted lines. 

C=C C=0 C=N N=N 



: : 



Ethylene, for example, attaches bromine in the first instance by 
its partial valencies, which change to a full valency simultaneously 
with the appearance of a single linkage in place of the double bond. 

> Annalm, 1883, 216, 171 ; 1885, 227, 46 ; 1889, 251, 257 ; 1890, 256, 1. 
* Straus, Ber.j 1909, 42, 2dC0. > Annalen, 1899. 806, 87. 
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H2O • HjC-Br HoCBr 

II +Br, ^ II -^ I 

HjC HjC "Br H^CBr 

The electrochemical nature of the elements determines the process 
of addition ; for example, N=N has no affinity for chlorine and no 
addition of this element occurs ; hydrogen unites with oxygen rather 
than with carbon, the acid radical with carbon rather than with 
hydrogen, and so forth. 

The existence of residual affinity in unsaturated atoms agrees with 
Thomson's^ calculation of the thermal value of an ethylene bond, 
which he finds less than that of two single linkages. 

Passing to the case of two adjoining pairs of double linkages 
referred to at the beginning of this section, Thiele supposes the central 
pair of partial valencies to neutralize one another and lose their activity 
like the opposite poles of two magnets when made to touch. The 
union is indicated by a curved line and is termed conjugated, and the 
whole arrangement a conjugated double bond. In this way the partial 
valencies of only the end atoms remain active and capable of 
attaching new atoms, whilst the conjugated atoms are inactive. 

C=C--C;=C -^ C=rC-C=C 

. • ; • • ^"^^ • 

• I • • ■ 

Compounds with conjugated double bonds ara therefore more 
saturated and, as we shall see later (Part II, p. 67), have a smaller heat 
of combustion*' The same thing is supposed to occur in unsaturated 
ketones and in diketones and acids. 

0=C-C=C 0=C-"C=0 



As soon as addition has taken place the conjugated bond changes 
into a normal double bond, and in this way reduction or bromination 
of the end carbon atoms is effected. 

The following are a few examples. Phenylcinnamylaerylic acid 

gives on reduction and bromination the 1 . 4 dihydro and dibromo 

acid respectively." 

CeHfiCHa . CH : CH . CH(CeH5) . COOH 

CeHftCH : CH . CH : CCCcH^) . COOH^ 

C0H5 . CHBr . CH : CH . CBi<C«H5) . COOH 
The aj3 unsaturated acids with the conjugated grouping 

^ ZeU.phy8ik. Chan,, 1887, 1, 869. * Annahu, 1899, 306, 201. 
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OH 

do not unite with bromino as readily or as rapidly as the j3y acids 

RCH==CH . CHa . C=0 

f , which are unconjugated and therefore less 
OH 

saturated. The rate of hydration of saturated and unsaturated an> 

v. hydrides shows great differences, which are ascribed to conjugation. 

' Maleic l aeid, which contains conjugated double bonds, undergoes 

hydration ten times as quickly as succinic anhydride.* 

GH-Cf CHj-Cf 

No I No 



According to Thiele's theory benzil should give on reduction 
diphenylethylene glycol, whereas benzoin is actually formed. 

H.C. C.H. ^„„i^ H,C. C.H, ^^^ H,C. C.H, 
Uo S^'^* HO.O=C.OH «^^*« 0=0— CHOH 




Benzil. Diphenylethylene glycol. Benzoin. 

How is this to be explained ? Thiele attributes the final stage to 
isomeric change of the very labile intermediate product Supposing, 
however, reduction to be effected in presence of acetic anhydride 
and sulphuric acid, the acetyl derivative of the intermediate glycol 
should be formed and isomeric change arrested. This is precisely 
whkt happens. Two stereoisomeric diacetates of diphenylethylene 
glycol are formed. 

CHaCO . OC=CO . COCHj 

Similarly, benzylidene acetone should give hydrooinnamyl methyl 
ketone in place of the unstable alcohol. 

CH3 CHj 

C<^g.CH=(?-C=0 -* C,Ha.CH,.CH=C-OH -* 

C,H4CH,.CH2.0O.CH, 
But Harries finds that the reaction proceeds otherwise, and that 

* Rivett and Sidgwlok, IVam., 1910, 87, 1G77. 
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two molecules of benzylidene acetone join up to form a saturated 
double ketone. 

I I I 

CH-— CH — CH 

2 II -» I I 

CH CH2 OHg 

I I I 

CH3.CO CH3.CO CO.CHa 

The reaction is explained by supposing that the electronegative 
oxygen £rst unites with hydrogen, and the alcohol thus formed 
isomerises to the ketone form. This leaves the partial valencies of 
the carbon freo to unite with hydrogen or with a second molecule, 
and it is the latter process which occurs. 

The reduction of muconic acid is also readily explained. As it 

contains three conjugated linkages only the end oxygen atoms 

yOH 
possess partial valencies and the end groups C<f isomerise to 

M)H 

carboxyl by passing on an atom of hydrogen to the « carbon. 

OH OH 



0=C— CH=CH— CH=CH— C=0 

Muconic acicL 

HOv yOH 

>C-CH=CH- CH=CH- C< 
Hq/ ^^ >w^ ^^ \0H 

Intermediate form. 

OH OH 

0=C— CHg— CH^CH-CHj . C=0 

Ilydromuconic acid. 

The theory explains, moreover, in a simple fashion why fumario 
acid is more easily reduced than crotonic acid, since electroposiiivv '* 
oxygen attaches hydrogen more readily than carbon. 

OH OH CH, OH 



I 111 

0=C— CH=CH— C=0 CH=CH— C=-9 

: : I i 

Fumaric acid. Crotonic acid. 

This may also explain why the halogen enters the 15 position, where 
halogen acid combines with an unsaturated acid. In acrylic acid, 



-i 



THIELE'S THEORY 187 

for example, the hydrogen attaches itself to oxygen and the bromine 
to carbon. 

OH 

CH,=OH— C=0 -♦ CHg-CH=C< — CH«Br.CH. CO.OH 
j ^-"11 M)H 

Acrylic acid. Br /3-Bromopropionic acid. 

In the same way, when addition of water or ammonia takes place, 
OH and NH2 unite with the fi carbon and hydrogen to the ol carbon. 
It is not therefore due to the negative addendum being repelled by 
the negative carboxyl group, as frequently assumed. Ammonia com- 
bines with phorone thus : 

CH3V yCHs CH3V yCHj 

>C:CH-CO.CH:C< -* >C— CH,~CO.CH:C< 

CR/ \CH3 CH3/ I \CH3 

Phorone. NHg 

Thiele's theory also explains the addition of magnesium acyl or 
alkyl bromide to unsaturated ketones and esters ; but the position 
taken by the radical is here found to depend on the nature of the 
radical already associated with the ketone or ester group. In the 
case of cinnamic ester, a phenyl or cyanogen group attached to the 
a carbon will cause the acyl group to attach itself to the fi carbon, in 
the case of a methyl group to the ot carbon.^ 

CroMMd DouUe Bonds. An example of what are termed crossed 
double bonds occurs in dibenzalpropionic acid. 

12 3 4 

• « ■ > 

C0ligCH=C — CII=CH . Cglig 

I 



OH 

Here it will be observed that a conjugated system may be formed 
between the different pairs of carbon atoms. 

CeHjCH=C-CH=CH . CjHj 

(I 

yj " yj •••• 



OH 

Such an arrangement presents two alternative ways in which addition 
may occur, the nature of the product depending on that of the 

> Kohler, Amer. Ctiem, Joum,j 1905, 36, 529 ; 1906, 37, 869 ; 1907, 38, 611. 
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addeadum. In the case of bromine it is scarcely surprising to find 

that it attaches itself to carbon atoms 1, 4. Hydrogen and halogen 

acid, on the other hand, distribute themselves between oxygen and 

the nearest carbon atom. With hydrogen the following compound 

is formed : 

C^Hs . CHg . CH . CH=CH . CcH^ 



COOH 

It should, however, be pointed out that in addition to the 1 . 4 
dibromo-additive compound, a second, 8 . 4, compound is also 
produced. How is the latter accounted for ? Thiele lays emphasis 
on the fact that the partial valency of the central carbon, 2, by 
being distributed between its two neighbours, does not neutralise 
their actiyity, and some is available for additive purposes. Hence 
the dibromo derivative appears : 

CeHs . CH : C . CHBr . CHBr . CcH^ 



COOH 
Borsche ^ has recently shown that the union of ethyl acetoacetate 
with certain ketones containing a system of crossed double linkages 

O 

II depends on the length of the chain. If the chain fa 
CrC.C.C 

sufficiently long the ends may approach one another so closely that 
a part of the residual affinity is saturated, and will not unite with 
the ester. This is the case with dicinnamylidene acetone, but not 
with distyryl ketone. 

CeHftdH 6hCcH5 CcH^CH CH.C«H3 

Jl ^ i. HC/'VACH 



HC CH 



( 



r 



II I) 



h^ 



CH CH 

Sufficient has been said to indicate the general nature of the 
theory, and the resources available for meeting apparent anomalies. 
Before discussing the exceptions to the theory, it may be well to 
consider its application to the aromatic series of compounds. Its 
application to the benzene formula is fully discussed (Part II, 
chap, vii), and little more need be said on the subject. In refer- 
ence to it Thiele says : ' as by the neutralisation of the partial 
valencies the original three double bonds vanish, no distinction can 
be drawn between them and the secondary (conjugated) double 
bonds. Benzene contains six inactive double bonds. Thus, the 
difficulty presented by the two ortho positions, 1 . 2 and 1 . 6, which 

1 JLnmkn» 1910, 876, li6. 
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13^ 



Kekul^ attempted to meet by the aid of his dynamic hypothesis, 
disappears. Benzene may be, thei-efore, represented by the formuk, 

H 

CH 




if it is desired to attach weight to its saturated character and to the 
equality of the ortho positions.' 

Thiele has applied the theory in a variety of ways to explain 
certain characteristics of benzene derivatives. Phenol, for example, 
is distinguished by its high reactivity, which it loses to some extent 
in its ethers and esters.* Assuming that it may react in its isomeric 
form of ketone, the partial valencies will at once come into play. 



0" 



^^ 






O •••• 

II 



H, 



V 



The reduction of the aromatic acids (see Part II, p. 397) may be 
considered from the same point of view as that of muconic acid 
(p. 183). On the reduction of terephthalic and phthalic acids, the 
hydrogen attaches itself to the o( carbon atoms. 



OH 



/^J 



c=o 





yCOOH 



Reduction of Phthalio acid. 



* Th:it the ph^ols show greater reactivity than their ethers, and that they 
xeaot in the ketone rather than in the enol form, has been questioned. K« IL 
Meyer and/ienhardt, AnnaUn, 1918^ 898, 66. 
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HO-C=0 

I) 

/s 

n 



HO-C-OH 

II 




HO— C=0 



H COOH 

X 



X 

H COOH 



HO-C-OH 

Bo luction of Terephthalic acid. 

The quinones furnish an interesting case, because addition may 
occur in different positions, and the differences observed may be 
ascribed to the nature of the entrant atoms and groups. 

o ... 



II 



^^ 






Q.... 

p-Quinone. o-Quinone. 

Hydrogen attaches itself to oxygen, and quinol and catechol result 

OH 







OH 






That reduction is arrested at this stage naturally follows. Halogens, 
on the other hand, will seek the carbon atoms, and di- and tetra- 
chloroquinones will be formed. Halogen acid will distribute itself 
between the oxygen and the nuclear carbon, and, according to Thiele, 
will pursue the following course : 



O— 

II 
^^ 



II 

o •• 



OH 

I 



H 



o • 




The quinonimines will act in a similar fashion. Quinonediimine 
on reduction should produce i^-phenylenediamine, whilst sulphurous 
acid should react like hydrogen chloride, the acid group remaining 
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attached to the nucleus, and the hydrogen passing to the imino 
group. 



NH, 

I 



NH 

II 



I 

NHj 



NHj 

A 



NH, 

I 






H 



«0,H 



I 
NHj 



B0,H 



I II 

NH NH 

Heisenheimer* has utilized the idea of partial valencies in order to 
explain certain reactions of nitro compounds, such, for example, aa 
the formation of alkali salts of trinitrobenzene and trinitrotoluene in 
alcoholic solution, and their combinations with potassium cyanide. 

H OCH. H CN 

V \^ 

OjNjf \NOj, 



i. 




=0 



OK 



N=0 

I 
OK 



In naphthalene the distribution of partial valencies and 
conjugation vrill appear as follows : 



thoir 



A/ 




no 31 



The partial valencies of the two central carbon atoms will not 
suffice to neotralise those in the ot positions, and consequently they 
are the most easily attacked ; for it is well known that substitution 
takes place in these positions. Supposing that on reduction hydrogen 
enters positions 1 . 4, what will be the effect ? The half partial 
valencies of the two central carbon atoms will be withdrawn from 
this pair, and consequently those directed towards 6.8 will he full 
partial valencies, or, in other words, the unreduced ring will be trans- 
formed into a true benzene ring, whilst the other ring can take up 
twofurtherhydrogen atoms, as Bamberger has found (Part ni, p. 288). 



Anndlm, 1902, 828, 219, 241. 
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H, 



Ha 
H, 



Anthracene in the same way may be represented by the formula : 

Thiele claims for this formula the advantage that it explains the 
well-known reactivity of the para-carbon atoms of the central 
nucleus, a view which has been developed by Meisenheimer ^ in 
relation to the nitro-derivatives.' y^^^""^^ ^^^""^^ 

Phenanthrene has the formula, Xx — s >/^^ — ^ Vx — • 



HC CH 
which explains the peculiar reactivity of the HC=GH group. 

The effect of conjugation is not manifested only by chemical 
behaviour, but is seen in the enhanced optical activity, magnetic 
rotation, and refractivity described in Part II, pp. 28, 58, and 228. 

An interesting extension of Thiele*s theory has been brought for- 
ward by Bobinson and Hamilton.* From their own and Decker's 
observations^ they conclude that tervalent nitrogen may act as a 
member of a conjugated system. They have been able to show that 
where the gproup 

Bfi « C-NRa (Rj « alkyl or H) 
occurs, whether the nitrogen forms part of a chain or ring, both 
alkyl salts (alkyl acid sulphates and alkyl iodides) attach themselves 
to the end atoms, the alkyl group (R) joining the carbon atom and 
the negative group (X) the nitrogen with the usual change of linkage 

RjjC— C « NRj 

I I 

R X 

This may take the form of direct addition or lead to a secondary 
process of hydrolysis, as illustrated by the behaviour of ^-diethyl- 

^ Annalen, 1902, 828, 2C4. 

* It should be pointed out that, though there may be more free valency at 
the disposal of the two eentral carbon atoms, the para-carbon atoms in the two 
side rings are in a condition precisely similar to those in the a positions in 
nsphthalene. 

s TVtins. Ckem. Soc,, 1916, 100, 1029, 1088. « Ber., 1904, 87, 623 ; 1905, 88, 2898. 
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aminocrotonio ester with alkyl iodides giving, by hydrolysis with 
water, methyhicetoacetic estoi. 
The action is explained as follows : 

(C,H6)jN.C(CH3):CH.C02R -► 

INCCjHfi), . 0(CH3) . CHCCHs) . COjR -4 

O : CCCHa) . CHCH3 . CO^R + NHgCCaHft)^! 

To explain the behaviour of nitrogen in this addition process, the 
authors consider that it possesses (in addition to two latent valencies) 
two partial valencies, and that the normal valency of every atom may 
be accompanied by a partial valency. They deduce a number of 
interesting results from this theory, and suggest that oxygen possesses 
partial valencies, thus explaining the formation of alkyl derivatives 
of acetoacetic ester by the attachment of iodine of the alkyl iodide to 
oxygen and the methyl group to carbon of the sodium compound. 

Like most chemical theories, that of Thiele has become an 
attractive target for the shafts of criticism. It has been attacked by 
Michael, Hinrichsen, Erlenmeyer, and others on the ground that it 
is not only unnecessary, but that the numerous exceptions which 
have been observed render it untenable. Michael ^ accuses it« author 
of adopting or discarding, as may suit his purpose, the positive- 
negative rule (see p. 118). He points out that Thiele assumes that 
in certain cases the atoms or groups of the addendum distribute 
themselves according to their electrochemical character, but that the 
addition of halogen acids and ammonia to unsaturated acids is based 
on an entirely different conception. Again, in dibenzalpropionic 
acid (p. 187), the two carbon atoms with the strongest partial 
valencies are 1 . 4, and consequently the 1 . 4 dibromo acid should 
of the two be formed in larger quantity, whereas the 1 . 2 dibromo 
compound predominates. These and other additive processes find, 
according to Michael, a readier explanation by the aid of the positive- 
negative rule. Hinrichsen,* Uke Michael, assails the theory on the 
ground that it attaches too little weight to the electrochemical 
nature of the additive process ; ' the constitution of a substance 
produced by the addition of atoms and radicals to unsaturated 
compounds is determined in the first place by the qualitative 
relationship existing between the addendum on tiie one band and 
the atoms or atomic groups present in the unsaturated molecule on 
the other.' Among the many exceptions to Thiele's theory the 
following may be cited : 

1 J, PrdkU C%#m., 1899, 60, 4S7. < Annalm^ 1904, 836, 174. 
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MichaeFs reaction (p. 202) and the addition of sodium malonio 
ester to cinnamylacrylic ester,* ^ 

CeHfiCHrCH.CHrCH.COOCgHg CcHsCHiCH.CH.CHNa.COOCsH^ 

+ NaCH(COOCsH5)2 CHCCOOCaHs)^ 

the addition of bromine to cinnamic acid, which follows the normal 
course, the reduction of cinnamylformic acid to phenyl-a-hydrozy- 
isocrotonic acid,* 

CeHgCH:CH.OO.COOH -^ CeH^CH : CH . CH(OH) . COOH, 

the addition of hydrogen cyanide and magnesium methyl iodide to 
the CO group of cinnamic aldehyde,* 

/OH /OMgl 

CcH^CH : CH . CH<: C^Hs . CH : CH . CH< 

XJN - \CH3 

the addition of bromine to diphenylbutadiene ^ and to cinnamylidene- 
malonic ester, both of which yield 1 . 2 dibromides, 

CeHjCHBr . CHBr . CH : CH . CeHg, 
CeHgCHBr. CHBr. CH : CCeOOCaHfi)^, 

and the reduction of dibenzalpropionic acid, which also gives a 1 . 2 
dihydro derivative, 

CcHfiCH : CH . CHCCO^H) . CHj . CeH^. 

Apparent exceptions in the case of 1 . 2 additive compounds of 
unsaturated ketones and esters with ammonia," hydrozylamine," 
hydrogen cyanide,^ and sulphurous acid * may be explained on 
Thiele's theory by including the CO of the carboxyl group in tho 
conjugated series, and assuming isomeric changes to follow thus : 

\C=C-C=0 + NH20H -► >C— C=C-0 -* >C— CH-C=0 

ill I II 

NHOH H NHOH 

>C=C-C=0 + HCN >C— C=C— -♦ >C^-CH— C=0 &c. 

1 1 I'll 

CN H CN 

1 Vorlander, Bw., 1908, 86, 2839. 

* Erienmeyer, jun., Ber., 1908, 86, 2529 ; 1904, 87, 1818. 

* Kohler, Am. Oaiu J^ 1904, 81, 642 ; 1905, 38, 153, 833 ; 1907, ZQ^ 529. 
« Straus, .Bw., 1909, 42. 2866 ; Biiber, Ber., 1911, 44, 2974. 

B Koehl and Dinter, Bar., 1908, 86. 172. 

« Harries, Ber,, 1897, 80, 280 ; 1904, 87, 252. Posner, Btr., 1903, 86, 4865 ; 
1907, 40, 218, 227 ; 1909, 42, 2785. Riedel and Sohulz, Annaltn, 1909, 867, 14. 

^ Lapworth, Ttom, Ch&m, 8oe., 1908, 83, 995 ; 1904, 85, 1214. Knoevenagel, 
Ber,, 1904, 87, 4065. 

* Tiemann, Ben, X898, 81, 8297 ; Knoevenagel, Ber., 1901, 87, 4038. 
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Thiele and Meiaenheimer,' who obtained the hydrogen cyanide 
compound of cinnamylidene malonio ester, 



CjHjCH : CH . CH . CCCOOCgHs)^ 

■ CN 



' i 



admitted that it constituted an exception to the theory, and, if this 
is so, others may be included in the same category. 

Hinrichsen ' has formulated the additive process on the basis of 
Michael's positive-negative rule in the following series of simple 
propositions : 

Addition is determined by the electrochemical nature of the 
unsaturated groups as well as by that of the constituents of the 
addendum. If the latter are of opposite polar character, as H . Br, 
HeCN, K.HSO3, H.NHg,. Na.HC(COOC,H5)2, Na.OCaH^, 
CeHgCHsS . H, H . NHOH, the mutual attraction of the constituent 
atoms or groups will direct them to adjoining atoms, ie. to the 
1 . 2 position. If, on the other hand, the constituents of the 
addendum are the same, H2, Brg, N2O4, two conditions may obtain ; 
either mutual repulsion may drive them apart into positions 1 .4, 
or the opposite polar character of the unsaturated groups may 
counteract the mutual repulsion of the constituents of the addendum, 
and cause the latter to enter positions 1 . 2, as in cinnamylidene 
malonic ester, 

CcHfiCH : CH . CH : CCCOOCaHj)^ + Br^ - 

CeHgCHBr . CHBr . CH : C(COOCJE[^)^. 

If, finally, each unsaturated group in position 1 . 2 is oppositely 
polar to each constituent of the addendum, the mutual attraction 
may cause the latter to enter positions 1 . 2 instead of driving them 
apart. Thus, on reducing dibenzalpropionic acid, the two positive 
hydrogen atoms are attracted to the two negative groups in 
positions 1 . 2, 

CeHftCH : CH . QCOaH) : CH . CeH^ -♦ 

CeH^CH : CH . CH(COaH) . CHg . CcHg. 

The addition in positions 1 . 4 generally occurs under special 
conditions. Erlenmeyer, jun.,' like Hinrichsen, considers that the 
principle of free valencies in the case of unsaturated compounds 
serves the purpose better than that of Thiele's partial valencies, and 
that the union of ethylene and bromine may be expressed thus : 

> Annal4nf 1899, 306, 247. ■ Chem. Zig., 1909, 38, 1097. 

* AnnoOen, 1901, 816, i8. 
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HjC— 
H,C— 



HoC— Br 



Br^ 



LC— 



Br 



He adopts Kekul^'s view (p. 110) that addition must be assumed to 
precede substitutioQ in saturated compounds, and therefore the theory 
of partial valencies must logically be extended to them also. Thiele's 
theory must consequently either be discarded or expanded. Kekul6's 
scheme does not, however, include all reactions, and to extend its 
scope Erlenmeyer has added the following : 



3 



\e 



/d }KJ 



f 

d 
c 



bv Id 



which 18 intended to convey the notion of the mechanism of the 
interaction of three reacting groups before, during, and after 
a reaction, as, for example, the formation of ethane from methyl 
iodide and sodium, 

I I 

Ch/ JTa CH, \Na 

r 



'a 



CH, 



^ 



r 

Iw 



Na 



CH 



I 



Na 



or the polymerisation of acetaldehyde and acetylene^ 



O 







CHj.CH'^ |,CH.CHi 

I 
CH 

CH, 



CHs.CHj^CH.CH, 



CH 

I 
CH3 



CH 
CH^ nCH 



CH 



HO 



CH 

/\CH 



CH 



CH 



H 



J. 



CH 



CH 



The idea may be applied to the reduction of benzil and muconic acid, 
when Thiele's theory becomes unnecessary. 
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COOH 



C.H. . c/ 



OH 



'•"8 



C«H 



0"5 



\ 



'«"« 



H 







OiiH/t . G| 

A 



an 



e"5 




COOH 

I 



ch/ 



CH, 



CH 



OH 



CH, 
COOH 



\ 
CH 

I 
COOH* 

According to Erlenmeyer this view of the process has the 
advantage over Thiele's, inasmuch as it is of general application, 
and presents a variety of reactions from a common standpoint, 
without recourse to h3rpothetical partial valencies. His further 
attempts, like those of Enoevenagel,^ to represent the various kinds 
of chemical combination by phases in the oscillation of carbon 
tetrahedra or spheres cannot be regarded as very convincing, and 
must be left to the reader for reference. 

An interesting view of the nature of the addition process, as it 
occurs in unsaturated ketones, has been described by Yorl&nder and his 
collaborators ' from results of observations by themselves and others 
on the action of acids (hydrochloric, hydrobromic, sulphuric, phos- 
phoric, and picric acids) and a few halide salts (HgCl,, FeCla) on 
certain aromatic ap unsaturated ketones containing the group 
C : C . C : 0. They find, for example, that substances such as 
dibenzalacetone, CeH5GH : CH . CO . CH : CH . CeH^ the correspond- 
ing dianisalacetone, &c., form additive compounds with one or two 
molecules of hydrogen chloride or bromide, or one molecule of 
sulphuric acid ; that benzalacetone, CeH5CH : CH • CO . CH3, unites 
with one molecule of hydrogen chloride, and so forth. This reaction 
appears to take place in two well-marked phases. In the first phase, 
an unstable and brightly coloured yellow, orange, or red compound 
called A is formed, which, on the addition of water, easily loses acid 
and gives the original compound; in the second phase the colour 
vanishes more or less quickly with the production of a stable, 
colourless compound, B, The authors then discuss the nature of 
the change. They discard in turn the theory of Eehrmann and 
Wentzel, who ascribe to A and B a different structure. 



CI 



xz 



OH 
\C:CH.OH:C.B 



CI 



h^^c.Ah. 



H 
CH.CO.R 



A (eolonred). 



B (eolonrlen). 



> itniMitii, 1900, 8U, SOS. 

* Str., 1908, Sa, 1470, 86S8 ; 190i, 87, 1644 ; Annaltn, 1908, 841, 1 ; 1906, 846, 168. 
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because^ as Baeyer and ViUiger^ have pointed out in the case of 
dianisalacetone, the methoxyl group in the para position in A would 
be eliminated with the chlorine and yield a quinone, a reaction 
which does not take place. They also reject the theory of Baeyer 
and Yilliger that the colour is due to the union of the acid with 
the ketone oxygen, because it has been found in compounds of this 
class that the CO group is less reactive than the neighbouring C^C 
group, and such a union would not explain the addition of two 
molecules of halogen acid to dibenzalacetone, &c. Moreover, an 
unsaturated compound containing no CO group, such as anethole, 
isosafrole, &c., forms yellow and red additive compounds with 
hydrogen bromide and picric acid, and the same occurs with 
anthracene and phenanthrene. For this and other reasons Yor- 
Iftnder also rejects Thiele's rule of the existence of a 1.4 and 1 . 2 
additive compound. Nor is the colour necessarily due to the for- 
mation of a coloured ion, for then trimethylammoniumazobenzene 
chloride, CeHgN : N . CeH^ . N(CH3)3C1, should be violet, like amino- 
azobenzene hydrochloride, CeH^N : N . C0H4NHSCI, whereas it is 
orange, like aminoazobenzene. The colour must therefore be due to 
a change in the saturation capacity of one or more elements. 

Yorlftnder considers the interaction of two substances to depend 
upon a difference of potential, which falls slightly in the formation of 
the A coloured compounds, but much more in that of the B colourless 
compounds. The first stage in the process of combination corre- 
sponding to the A compound is compared to two oppositely charged 
conductors separated by a dielectric, in which the charges are con- 
centrated at opposite points of the conductor; the second, corre- 
sponding to the B compound, to their discharge on coming into 
contact A strain is first set up, followed by a fall of energy in 
the system. The two phases, A and JS, are termed 'addition 
isomerism \ 

They are represented in the following way : in the first or colour- 
forming phase there is no separation of the constituents of HX, but 
the attachment is that of a molecular compound ; in the second, 
dissociation of HX occurs and the two constituents combine 
additively, with loss of energy, forming the stable and colourless J 

compound. 

(HX) 
RCH— CH.CO.R Coloured 

X H 
BCH— CH.CO.R Colourless 

£fr., 1902, 85, 1191. 
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If tbe assumption of the existence of molecular ions is correct, the 
first reaction ivill be influenced by the nature of the solvent as well 
as by temperature, pressure, and the action of light, whereas in the 
second, the solvent will have little effect. 



THE AROMATIC HYDROCARBONS 

The aromatic hydrocarbons, standing as it were midway between 
saturated and unsaturated compounds, may be briefly considered hera 

SnlMiiitation in the Aromatic Seria*. It is well known that 
substitution in the nucleus of a monosubstituted benzene derivative 
gives rise to one or more isomers. It is rare to find all three present 
in the product ; but usually the new substituent enters either the 
ortho or para position, or both ortho and para positions, or on the 
other hand only the meta position. The group already present 
appears to possess a directing influence, which has been embodied in 
certain rules of substitution. Hobner^ expresses it as follows: ' In 
the replacement of hydrogen in the benzene nucleus the entrant 
negative (acid) substituent enters the para position and at the same 
time the ortho position to the least negative or acid substituent already 
present. It follows from this that if an acid (negative) substituent 
is already present and a second acid substituent enters, the latter will 
avoid the ortho and para positions as far as possible and enter mainly 
the meta position.' 

Noelting' has expressed the same thing more definitely: 'If 
a neutral, basic, or weakly acid group, such as GH3, 01, Br, I, NHj, 
OEL, occupies position 1, by the action of Gl, Br, I, HNO3, and H2SO4 
the main product will be a para compound together with varying but 
always smaller quantities of ortho derivatives. But if the position 1 
is occupied by an acid group, NO,, GO2H, SO3H, the action of the 
above reagents produces mainly a meta compound together with 
small quantities of the ortho and para series.' Crum-Brown and 
Gibson' have presented the rule in a rather different form. 
Supposing the radical already present forms a compound with 
hydrogen, which can be converted by direct oxidation into tbe 
corresponding hydroxyl compound, the new substituent will enter 
the meta position, otherwise it will occupy the ortho-para position. 
Thus HCl cannot be oxidised directly to HCIO, but aoetaldehyde 
CH3GHO gives GH3COOH. The directing influence of chlorine in 

> Ber., 1875, 8, 878. * Ber., 1876, 0, 1797. 

* Trana. Chem. Soc, 1892, 61, 867. 
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the first case is therefore to the ortho-para, that of acetyl to the meta 
position. The results are given in the form of a table : 

HCl 

HBr 

HCH, 

HNH, 

HOH 

HNO, 

HGOI, 

HCOH 

HCOOH 

HSO.H 
CeH^ . CO . CH, CO . C H, HOOCH, 

C.HjCHj.COOH CH,.COOH HCH,.COOH 

The authors point out expressly that the rule is no * law ', as the 
nature of the substituent has no obvious connection with the 
mechanism of the reaction. 

Another way of formulating the rule is given by Armstrong,^ who 
points out that ortho-para substitution takes place if an element 
is present in a group in which the atom attached to the nucleus is 
only linked to univalent atoms. Meta substitution, on the other 
hand, occurs if the attached atom is linked to multivalent atom& 

Yorlftnder has advanced a similar rule to the effect that in 
brominating,- sulphonating, and nitrating a benzene substitution 
product CqH^'Ej the substituents £ have a different influence accord- 
ing to whether the element in the side-chain is saturated or not 
Ghloro- and bromo-benzene, phenol, toluene, benzyl chloride, and 
phenylacetic acid give almost exclusively para and ortho substitution 
products, whei*eas from nitrobenzene, benzenesulphonic acid, benz- 
aldehyde, benzonitrile, acetophenone, &c., mainly meta derivatives are 
formed. The groups which give rise to the entrance of nitro groups 
into the meta position are unsaturated : 

— NOa, — CN, CHO, —COOH, — SO;,H. 

Those which favour the ortho-para position are saturated : I " 

-a, -Br, —OH, — CH3, — CHjCl, — CH,. COOH. 

But none of these rules rigidly express the fact& It is difficult to 
draw a definite line between weakly and strongly negative atoms 
and groups as formulated by Habner and Noelting. The Crum- 
Brown-Gibson rule does not explain the formation of m-nitraniline 
(NH3 cannot be directly oxidised to NH^OH) nor the production of 
ortho-para derivatives from toluene (CH4 is directly oxidisable to 
methyl alcohol as Bone* has shown). Vorl&nder*s rule falls short in 



^ JSrans, CAem. Soc., 1887, 61, 258. * Trans. Chwu Soc.^ 1908, 83, 197(i. 
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the ease of unsaturated compounds such as oinnamic acid, tc^nitro* 
styrene, and azobenzene, which come within the ortho-para series. 
Moreover, there are cases where all three derivatives are formed ; for 
example, when nitric acid acts on toluene. In addition to ortho and 
para, small quantities of meta-nitrotoluene are formed. The same 
occurs with the action of nitric acid on benzoic acid, in which the 
principal product is the meta compound ; but ortho and para nitro- 
benzoic acids are also produced. Aniline, acetanilide, and benzanilide 
yield all three nitro derivatives and so does acetophenone. Another 
point to remember is that in cases where the three isomers have not 
been detected, one or other may have been overlooked owing to the 
experimental difficulties which attend the separation of a small 
quantity. But there are other exceptions in which the formation of 
the particular isomer and the relative quantity of it are determined by 
the conditions of the reaction. Acetanilide and fuming nitric acid 
give a mixture of ortho and para derivatives ; in presence of strong 
sulphuric acid about 95 per cent, of para is produced ; but if nitrated 
with nitrogen pentoxide in presence of acetic anhydride the product 
is almost exclusively the ortho compound. This is in agreement with 
the rule ; but, on the other hand, if aniline is nitrated in presence of 
a large quantity of strong sulphuric acid, the main product is meta. 
Similar observations have been made with dimethylaniline, in which 
the presence of strong sulphuric acid gives rise to the meta derivative 
as principal product. A very curious result is obtained on intro- 
ducing alkyl groups into toluene by the Friedel-Crafts reaction. 
Methyl enters mainly into the ortho position, propyl into the meta, 
butyl into the meta and para, and amyl probably into the para 
position. HoUeman' does not regard this fact as opposed to the 
usual rule owing to the complicated nature of the reaction and the 
number of products foimed. Blanksma ' explains other exceptions by 
indirect substitution, in which. the substituent first enters the side* 
chain and then passes into the nucleus. This applies to ortho-para 
substitution in the nitration of aniline. Direct or meta substitution 
is assumed to occur when sulphuric acid is present This view 
cannot be generally applicable seeing that on nitrating or 
brominating bromobenzene indirect substitution cannot occur ; never- 
theless the products are ortho and para compounds. 

Although the general rules cited above in different forms are 
observed in the larger number of cases;, it does not follow that the 

> IHe direkteEin/Hhrung ton SubstUuenten in denBemolkemf p. 196, A. F. HolUman. 
Veit, Leipzig, 1910. 

> R$e. de$ trav, chim. PaifsBas, 1902, 21, 281 ; 1904, 23, 202. 



152 THE ABOHATIC HYDROCARBONS 

proportion of ortho and para is retained under different conditions 
or on introducing different substituents. For example, in sul- 
phonating phenol, the higher the temperature, the more para relatively 
to ortho compound is formed ; in brominating toluene the para com- 
pound is the main product (60 per cent.)y but in nitration it is the 
ortho compound which predominates (56 per cent.). Bromination 
of benzoic acid 3rield8 only the meta compound, but nitration yields 
all three nitro compounds. The character and amount of by-products 
are subject to considerable variation. If para is the main product, 
some ortho is usually formed, but little or no meta compound. If 
ortho is the main product, para is found with a little meta. If, 
finally, meta is the chief product, either ortho or para accompanies 
it, together with small quantities of the third isomer. None of these 
observations are without exceptions. Benzenesulphonic acid gives 
mainly the m-disulphonic acid (68 per cent) and the rest is para free 
from ortho. Benzoic acid gives mainly m-sulphobenzoic acid, and 
again the para is the only by-product. 

In regard to the rules which determine the entrance of substituents 
into higher substituted derivatives of benzene, it appears in the case 
of the halogens that when the first two hydrogen atoms have been 
replaced in the ortho, meta, or para positions, further substitution 
mainly follows in a direction which leads to a 1 . 2 . 4 . 5 derivative 
whatever the nature of the entrant group S 




TheoriM of Benstne Snbstitiition. HoUeman in his treatise on 
'Die EinfQhrung von Substituenten. in den Benzolkem ' has dis- 
cussed very fully the various theories which have been advanced at 
different times to explain the rules of substitution. Armstrong* 
adopts the view that addition precedes substitution ; that in ortho- 
para substitution, the additive compound results from the union of 
the reacting molecule with the carbon atom to which the first radical 
is attached, whilst in meta substitution the additive com|x>und is 
formed by the union of the reacting molecule with the fxidical, which 
usually contains an unsaturated group. In view of Bamberger's and 

1 Ck>hen and Dakin, Trans, Oum, Soc, 1904, 86, 1274 ; Cohen and Hartler. 
ibid.y 1905, 87, 1860. 

* Trans. Chem, Soc,, 1887, 61, 268. 
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Chattaway's obfiervations on isomeric change where a group passes 
from side-chain to nucleus, yielding in the majority of cases ortho 
and para derivatives (Part 11, p. 871), this view cannot be sustained. 

nUzielieim'fl Theory.^ FlQrscheim bases his view of substitution 
on Werner's theory of maximum disposable affinity which may be 
variously distributed according to the nature of the attached atoms 
as previously explained (p. 87). Elements which have a stronger 
affinity for carbon than hydrogen, such as chlorine, tervalent nitrogen 
in the amino group, oxygen in hydroxyl^ &c., attach themselves 
more firmly than saturated atoms, such as nitrogen in the nitro 
group and in quinquevalent salts of amino compounds, carbon in 
carboxyl, and sulphur in the sulphonic acid group, &c. The former, 
by absorbing more of the affinity of nuclear carbon, lessen the 
amount which link the ortho carbon atoms, leaving a larger quantity 
available in the ortho and para positions, for the attachment of new 
substituents, whilst the latter, which are less firmly attached, will 
leave more available for attachment in the meta position. If the 
strength of affinity be denoted by thick and thin lines the distribu- 
tion in the case of chlorine and the sulphonic group will appear as 
follows : 




Such apparent anomalies as the entrance of the nitro group into 
the para position in phenylacetic acid and into the meta position in 
phenylglycine is explained in the same way by a different distribu- 
tion of affinity. 

CjHj— CHj — Oc 

Pbenylacetie acid. 



,0 

IH 

Phenylglycine. 
* J, prakt. Oum., 1902, 00, S81 ; 1906, 71, 49% 
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But this explanation is soaroely Batisfactory, for, as Obermiller 
points out^ methyl, which is a saturated group and therefore weakly 
attached, produces ortho-para substitution in place of meta. 

Without discussing in detail the other weak points in the theory, 
attention may at least be directed to one, namely the difficulty of 
explaining why ortho substitution in the first case should occur to 
the exclusion of meta, and why in the second case meta substitution 
should be produced to the exclusion of ortho, seeing that in both, the 
ortho and meta carbon atoms are joined by a weak and strong 
affinity, and have consequently a precisely equal affinity value. 
Moreover, as HoUeman observes, the idea of a strong and weak 
attachment is purely relative ; there is no definite line of demarca- 
tion, nor has any group a fixed and unalterable affinity value in 
relation to the nucleus. The nitro group in nitrobenzene is extremely 
stable compared with the fourth nitro group in tetranitrophenol, which 
water will remove in the form of nitrous acid. 

Tschitschibabin's theory of substitution^ bears a close resemblance 
to that of FlQrscheim. It is based upon the principle already 
explained (p. 87) that unsaturated atoms mutually saturate one 
another up to a cei*tain point, and that in consequence the carbon 
atoms in benzene are more saturated than the four in dihydrobenzene 
or the two in tetrahydrobenzene. Unsaturated groups, such as NHj, 
by appropriating some of the affinity of the carbon atom of the ring 
leave less at the disposal of the latter, and consequently the ortho 
and also the para carbon atoms are less saturated. Nitrogen in the 
nitro group is, however, more saturated than in the amino group, and 
consequently the attached carbon atom is less saturated and has more 
affinity at the disposal of the ortho carbon atoms, which leaves less 
fur the meta carbon atoms. The meta carbon atom is thereby less 
saturated. Aldehyde and carboxyl groups behave in the same way 
as the nitro group and for the same reasons. According to this view 
methyl should have a meta orienting effect, which is exactly the 
reverse of the fact Tschitschibabin supposes that unsaturation is 
manifested by addition to the unsaturated atoms, and that it may 
occur either with nuclear carbon or hydrogen or with the atoms of 
a side-chain according to the character of the unsaturated atom or 
group and the nature of the addendum. He represents the process 
by the following schemes, in which X represents the substituent and 
YZ the addendum. 



' j; praU. CAm., 1912, 86, 397. 
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In this way the ortho-para and the meta laws of substitution are 
explained, but the method of addition scarcely accords with modem 
viewa The main difference between this and the former theory 
seems to be that whereas FlOrscheim regards each group as appro- 
priating a definite amount of chemical affinity under all circum- 
stances, unsaturation, according to Tschitschibabin, is a variable 
quantity depending on environment. 

It appears to us that the author confuses the notion of affinity as 
manifested by saturated and unsaturated atoms. Unsaturated atoms 
are, like oppositely charged conductors, at a higher potential than 
saturated atoma Saturated atoms have a lower energy content and 
therefore exhibit a firmer union. This firmer union will affect both 
atoms alike,' and the second will lose as much free affinity as the 
first and will therefore not gain by the transaction as Tschitschibabin 
seems to assume. 

To explain the laws of substitution Obermiller' adopts the daus 
diagonal formula for benzene, where each carbon atom of the 
nucleus is simultaneously linked to an ortho and para carbon atom 
which are thus similarly connected. He also regards substitution as 
a direct process not preceded by addition. 

Substituents are divided into two classes : those which promote 
substitution and those which hinder it. The orienting effect of the 
first is directed towards the ortho and para positions, that of the 
second towards the meta position. 

The division is not very clearly marked, and depends on the ease 
or difficulty with which the second and third member of the sub* 
stituting group can be introduced into the nucleus. The meta- 

^ JHi orientierendcn Eir\fiusa9 uni der BemotkefTi, by J. Obermiller. J. A. BArth^ 
Leipzig, 1909. 
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orienting influence of such groups as "SO^, SO^H, and COgH is put 
down to steric hindrance due to the space occupied by the group. 
This effect may under certain circumstances be suppressed if the 
orienting influence of an ortho-para substituting group is present, as, 
for example, in the nitration of fti-chloronitrobenzene when the 
second nitro group under the orienting influence of the chlorine 
atom enters the ortho position to the first group. Then, it may be 
asked, why does the nitro group fi*equently enter the ortho position 
rather than the para, where steric hindrance would have less effect ? 

Obermiller attempts to show that a low temperature and a slower 
rate of reaction overcome steric hindrance, and he cites the case of 
sulphonating phenol in the cold and in dilute solution, which yields 
the ortho-sulphonic acid mainly, whereas higher concentration and 
higher temperature give the para compound. 

In other respects Obermiller adopts Werner's theory of valency, 
and his views, though somewhat differently expressed, bear a certain 
resemblance to those of FlOrscheim. A weak affinity between the 
first substituent and nuclear cai'bon will strengthen that between the 
carbon atoms in the ortho and para position and weaken the affinity 
of the latter for hydrogen, which is more easily replaced in con- 
sequence^ The closer the union between atoms, the greater will be 
their mutual influence, so that the ortho carbon atoms will be more 
affected by substitution than those in the para position ; but sterio 
hindrance may supervene and reverse the result. If steric hindrance 
prevents substitution in the para position as well, then meta substi- 
tution will occur. 

The author, in short, lays down so many rules and assumes so 
many modifying circumstances that it is not surprising to find that 
the examples given fit in satisfactorily with one or other of the 
possible explanations. 

HoUeman has suggested a less speculative and more reasonable 
explanation. Assuming Kekuld's formula for benzene, he supposes 
a radical X, being already present in the benzene nucleus, may 
promote or retard addition of the new substituent to the adjoining 
double bond. If it promotes addition, an ortho compound will 
result. Conjugation may cause addition in the para position, accojd- 
ing to Thiele's theory (p. 183), in the same fashion. On the other 
hand, the addition in position 2 . 8 is uninfluenced by X, as it does not 
adjoin the double bond. In other words, addition is influenced by 
X in positions 1 . 2 and 1 . 6, but not in 2 . 8. The idea may be 
illustrated in the following manner. Let us suppose C0H5X to be 
nitrated ; three additive compounds may be formed. 
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Ortho. 



Mota. 



By subsequent removal of water a para, ortho, or meta nitro-compound 
is produced. If X accelerates the reaction, substitution foUows the 
para-ortho rule, which may lead to the exclusion of any meta com- 
pound. If X has no such accelerating action, smaller or larger 
quantities of meta compound will be formed. Examples are afforded 
by the nitration of phenol and toluene. In the first case, where the 
rate of the reaction is high, ortho and para nitro-compounds only are 
formed ; in the second, where the rate is slower, a certain amount of 
meta compound is produced. If X has a retarding effect, addition at 
2 . 8 predominates. This view fits in very neatly with the observa- 
tion that meta compounds are often accompanied by smaller quanti- 
ties of ortho, for here the first addition occurs at 2 . 3 and then at 
2 . 1, in which position 2 is common to both. 

Collie,^ by means of a model in which the carbon atoms with the 
attached hydrogen revolve, has illustrated the movement of the 
carbon atoms of benzene, whereby it is made to pass through various 
phases. These phases may be represented in a plane by means of 
figures in which the Kekuld and centric formulae recurrently appear, 
as representing certain states of the nucleus. 




Kekultf 
fonnuU. 



H 

Centric 
formula. 



Kekuld 
formula. 



Last 
phase. 



Supposing addition to the original unsaturated substituent to 
precede substitution, the orientation of the newly attached group will 
be dependent on the phase in which the addition occurs. If nitro- 
benzene were chlorinated, an additive compound GeHgNOg . CI2 will 
first be formed. In the first phase we may suppose the NO^ group 
to occupy the position of one of the external hydrogen atoms, and, in 



> Tirana. Cfum. Soc, 1897, 71, 1018. 
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the last, that of one of the internal hydrogen atoms. In the latter 

position chlorine would be brought into close contact with the 

hydrogen atoms and substitution would take place in the meta 

position. 

NO/a, 

But| on the other hand, when nitric acid is allowed to react with 
chlorobenzene, no such additive compound would be formed, and the 
attraction of the three hydrogen atoms attached to the 2.4.6 carbon 
atoms might be just su£Scient to determine its reaction with them 
and so produce ortho and para compounds. 






and 




It must be confessed that the second explanation is not quite so 
convincing as the first. 

Lapworth ^ bases his views on the dyad and triad type of isomeric 
change (Part II, p. 818) in which migration occurs from an a to a )S 
atom with change of valency and from an « to a y atom with change 
of linkage. 
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Tho idea has been extended by introducing a double migration, 
taking place successively in opposite directions, thus : 

A.B:C :^ A:B.O 5± A.B:C 

II /\ I I 

X Y X Y Y X 



J 



> Trans, Chm. Soc, ISdS, 73, 445; 1901, 79, 1266. 
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which may recur through a series of alternate singly and doubly 
linked atoms such as exist in benzene (KekuU's formuhi). 

The process is illustrated by isomeric change from side-chain to 
nucleus, as for example in the case of benzenesulphamic acid, when 
a sulphonic acid group wanders from nitrogen to the nucleus to form 
ortho and para anilinesulphonic acids (Part II, p. 871). 
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The sulpbonic group wanders to the first y atom in the ortho 
position and to the next y carbon in the para position, whilst the 
hydrogen it displaces, wanders in the opposite direction. 

The meta change is effected in the same way by migration in two 
directions; but owing to the unsaturation of the side-chain, the 
wandering group is farther removed from the nucleus. This may be 
illustrated in the case of the sulphonation of nitrobenzene. 
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In this case the hydrogen migrates from the first y position to the 
next y position and thence to the oxygen of the nitro group, and the 
sulphonic groups make the reverse journey. 

The conditions underlying the meta rule are formulated by 
Lapworth as follows: 'Where a substitution product is formed by 
isomeric change of a product of addition or substitution in the side* 
chain in which the substituting radical is separated from the benzene 
nucleus by two intermediate atoms, a meta substitution derivatiye must 
be produced or replacement of the side group by the new substituting 
radical wiU occur.' 

Direct substitution in the nucleus is, according to Lapworth, deter* 
mined by addition followed by cleavage as formulated by Armstrong 
and Holleman* 
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Slaoironio TlMory of Sntetitatioii. H. S. Fry ^ has elaborated 
an interesting theory of substitution, which is based on the assump- 
tion that the atoms can either give or absorb electrons, or, in other 
words, can function both with positive and negative valencies, and 
that it is this opposition of electronic characters which bind the 
atoms in a molecule. Benzene is, therefore, represented by a ring 
of carbon atoms, linked alternately by positive and negative valencies 
to the positive and negative valencies of hydrogen. 



H 
C 




BOt +.CH 



C 
H 

+ 

This being assumed, it follows that in the formation of di-deriva- 
tives the dominant valency in the ortho and i>ara position to the sub- 
stituent group will be of the same sign, that in the meta position of 
opposite sign. Thus, a positive group will attach itself to a C - 
atom and a negative group to a C + atom. Similar atoms and 
groups should therefore substitute in the meta position and groups 
of different sign in the ortho and para positions. But in chlorina* 
tion, the chlorine atoms form ortho and para di-derivatives. How 
is this explained ? Every atom or group may react by virtue of its 
+ or - valencies and may be + in one compound and - in another, 
or, indeed, both + and - in the same molecule, such, for instance, 
as the atoms in the chlorine molecule, or the two carboxyl groups in 
phthalic and terephthalic acids. 

The theory, moreover, demands the existence of two mono-deriva- 
tives in which the substituent is attached to an electropositive or an 
electronegative carbon atom by an electropositive or negative valency. 

- + + - 

C0H5X and C0H5X 

The di£Scttlty is overcome by assuming a form of tautomerism, 

1 J. Amor. Omn. 8oe,, 1912, 84, 664 ; 1914, 86, 248, 262, 1085; 1916, 87, 856^ 
2868 ; 1916, 88, 1828. 
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termed by the author electronic, in which isomeric equilibrium be* 
tweeu the two forms is supposed to exist. 

The same kind of electronic tautomerism may occur in other 
compounds, such as nitric acid. 

- + + - 

HO.NO2 :i± HO.NO2 

The theory^ in short, is so mobile, so adaptable and so ingeniously 
applied as to explain most of the facts of substitution as well as 
many reactions of aromatic compounds ; but cannot be discussed in 
greater detail.^ 

1 The theory has, howevor, not escaped criticism : see Holleman, J. Atner, 
Chem. SoCf 1914, S6, 2495. 
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Cataljrtio Seduotioii. Platinum and palladium in conjunction 
with hydrogen have been frequently used as reducing agents, and it 
has long been known that unsaturated hydrocarbons could be con- 
verted into paraffins and the oxides of nitr(>gen into ammonia by 
passing a mixture of the vapour or gas and hydrogen over the heated 
metal. The process is a typical catalytic or contact reaction, inasmuch 
as the metals greatly accelerate reduction without undergoing any 
fundamental change in composition or quantity, or bearing any mole- 
cular relation to the amount of material transformed. 

It is not our intention to enter on a discussion of the mechanism 
of the process, about which there is some diversity of opinion, but 
merely to record its application in organic synthesis. 

Bredig^ was the first to obtain colloidal platinum by passing 
a current between electrodes of the metal below the surface of water. 
The metal appears to pass into solution, but the latter has none of 
the physical characters of a true solution, for it neither diffuses 
through animal membranes nor exhibits osmotic pressure. It is 
a pseudo or colloidal solution. He noticed its reducing action on 
nitrites and its effect in bringing about the union of hydrogen and 
oxygen. 

In 1902* Paal found that colloidal solutions of metallic oxides and 
metals could be produced by adding alkali to the* metallic salts in 
presence of the sodium salts of protalblnic and lysalbinic acid (hydro- 
lytic products of protein), which act as ' protecting agents '. Later,' 
he prepared colloidal palladium, platinum, and indium by a similar 
method, using first hydrazine sulphate and afterwai'ds free hydrogen 
as the reducing agent The colloidal solutions in water and alcohol 
are very active, and in presence of hydrogen reduce such substances 
as oleic, cinnamic, maleic, and fumaiic acids, to the saturated 
condition. 

Wallach ^ has since carried out numerous experiments by Paal's 
palladium method and finds that ethylene compounds can be reduced, 
no matter where the ethylene bond occurs, and that the reduction 
can be effected with or without solvent and at the ordinary tempera- 
ture, thus excluding the possibility of isomeiic change. The reaction 

^ Anorganische Fermente, by G. Bredig. Leipzig, 1901. 

> Ber,, 1902, 86, 2195, 2206, 2227. 

> Ber., 1906, 88, U06, 2414 : 1907, 40, 2209 : 1908, 41, 806, 2273: 1909, 42, 
8980. 

« AnncUen, 1911,881,52. 
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can be so regulated that the ketone group in aft unsaturated ketones 
IS only slightly attacked. 

In the meantime Fokin, who had been experimenting on electro- 
lytic reduction with different metals as electrodes, found that those 
metals which are known to occlude hydrogen have the strongest 
reducing action. He subsequently observed that the solvent also 
plays a part, and that whilst one solvent will promote, another will 
prevent reduction. 

Later ^ he introduced platinum and palladium black, and showed 
that oleic acid in ether solution in presence of these metals is reduced 
to stearic acid by passing in hydrogen at the ordinary temperature 
or in presence of nickel and cobalt at a high temperature. With 
coUoidal platinum he succeeded in reducing a number of unsaturated 
oiganic acids and also acrolein, nitrobenzene, &c., but not the 
aromatic hydrocarbons. 

Willst&tter' then took up the subject and improved and simplified 
the process of reduction by using colloidal platinum, prepared 
according to LOw.' The method consists in reducing platinio 
chloride with formaldehyde in alkaline solution. The precipitate is 
then washed by decantation, uutil the platinum hydrosol begins to 
pass into solution, and filtered. The product, which is carefully 
excluded from the air, is very active, and is capable, in presence of 
hydrogen, of efEecting the complete reduction, not only of unsaturated 
compounds, but also of benzene and naphthalene, which yield cycle* 
hexane and decdhydronaphthalene respectively, and other aromatic 
hydrocarbons and c6mpounds such as phenol and benzoic acid, which 
give the hexahydro-derivatives. The colloidal metal can be used 
with various solvents. In the examples named, glacial acetic acid 
was added to the substance. The reducing activity is, however, 
dependent on the absence of certain substances, especially sulphur 
compounds, which appear to arrest the action completely. 

Skita^ has introduced palladious chloride in aqueous or alcohol- 
aqueous solution in presence of gum arabic as protective colloid. 
Under the action of hydrogen the palladium salt is reduced to the 
colloidal metallic condition and has effected the reduction of a number 
of organic compounds such as unsaturated ketones of the aliphatic 
and aromatic series. 

d-Pulegone was reduced by hydrogen at two atmospheres pressure 
in presence of colloidal platinum to d-menthone; other reducing 

1 Chem, ZeniralbL,19Q6f vol. ii, p. 758 ; 1907, vol. ii, p. 1824. 

> Ber.y 1908, 41, U76 ; 1912, 45, 1471. > Ber,^ 1890, 28, 289. 

< JSer., 1909, 42, 1627 ; 1910, 48, 8893. 

x2 
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agents yield the laevo compound. In mesityloxide the ethylene 
group is reduced, but the ketone group remains intact, and the 
same is true of phorone; but by raising the pressure to five 
atmospheres the latter is converted into methyl isobutyl carbinol. 
Whilst Sabatier and Sendei^ns' method (see below) leads to the rupture 
of the cyclopropane ring in thujene, Tschugaeff ^ found that platinum 
black and hydrogen at the ordinary temperature gave thujane. 
Rise of temperature also has an effect. Phenanthrene, for example, 
when reduced with palladium at the ordinary temperature yields 
tetrahydrophenanthrene, but at 160^ the octahydride is formed. It 
will be seen from the foregoing examples that the action of finely 
divided platinum and palladium affords an effective and easily 
regulated reduction method of voiy extended application. 

The 8abatior-8eiid«re]is Kethod.' The method consists in 
passing the vapour of the substance to be reduced, mixed with pure 
hydrogen, over finely divided nickel and certain other metals at an 
optimum temperature. The process originated in the observation 
that certain metals could be made to combine with nitrogen peroxide. 
An attempt to produce similar compounds with acetylene led the 
authors to pass the gas over finely divided metals (nickel, cobalt, 
ii^on, and platinum), with the result that it decomposed with incan- 
descence. Further experiments carried out with ethylene at a tem- 
perature of 800° yielded a similar result ; carbon was deposited, but 
the gas evolved proved to be ethane. Thus the saturated hydro- 
carbon was probably formed at the expense of the hydrogen of the 
unsaturated compound. This led the authors in 1899 to study 
the reducing action of finely divided metals, in conjunction with 
hydrogen, on a variety of organic compounds. Nickel proved to 
be the most active, but cobalt, iron, copper, and platinum were 
also found to effect reduction, the activity vaiying in different 
cases. Thus only nickel and cobalt can hydrogenate the aromatic 
nucleus. ^ 

Copper is less active than nickel, and in certain cases where the 
latter catalyist carries the reduction too far, metallic copper may be 
substituted. Very important factors are temperature and pressui'e, 
for it appears that these are probably reversible reactions,^ in 
which the balance may shift under varying conditions. This will 
explain the existence of an optimum temperature for each reaction 
and the change of product with change of pressure. It is usual to 

^ OmpL rmd^ 1910, 161, 1068. 

* B9r,y 1911, 44, 1984. See also> U^ CcUaiyse en CMmie Organique, by P. Sabatier. 
B4ranger, Pads, 1918. 
» Ipatiew, Bw., 1907, 40, 1270. 
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explain the reducing action of the metal by the formation of an 
unstable hydride, a view which accounts for the numerous cases of 
dehydrogenation, when the metal robs the compound of its hydrogen. 
But Ipatiew's discovery of the almost equally efficient action of nickel 
oxide, especially in presence of hydrogen under pressure, seems to 
point to the intermediate formation of water, which, according to 
Ipatiew, loses its hydrogen in an active form, regenerating the 
metallic oxide. The view receives some confirmation from BrunePs 
observation^ that phenol is readily reduced to cyclohexanol by 
vaporising the phenol, previously liquefied, by the addition of water, 
that is, in presence of water vapour. The advantage of the Sabatier- 
Senderens over the preceding methods is the rapidity of the process 
and the large quantities of material which can be treated in a short 
time ; its defect is the necessity of using rather high temperatures 
(160-200°) and the consequent difficulty of avoiding secondary 
reactions, polymerisation, isomeric change, and occasionally carboni- 
sation. 

The operation is conducted as follows : to obtain a large metallic 
surface, pieces of pumice are soaked in nickel nitrate solution and 
heated to convert the nitrate into oxide. The pumice is then intro- 
duced into a hard glass tube about two to three feet long and placed 
in a hot-air furnace. The oxide is reduced at a temperature of 820- 
850° in a current of hydrogen, carefully purified and freed, more 
especially, from traces of sulphur and halogen, which destroy the 
activity of the catalyst. The temperature is then regulated according 
to the nature of the substance to be reduced, which is introduced 
with the hydrogen in a steady stream. If gaseous, the two gases are 
admitted simultaneously ; if liquid, the substance is dropped from 
a tap-funnel into the end of the tube; if solid, it is melted and 
vaporised in a current of hydrogen. 

We will now consider briefly the effect of this method of reduction 
on various organic compounds. Among the earliest experiments 
conducted by Sabatier and Senderens was the reduction of carbon 
monoxide and dioxide. The former at 250° and the latter at 800° yield 
methane and water. 

Oiefines and Acetylenes. The interesting observation was made 
that when acetylene is reduced with excess of hydrogen at 200°, 
liquid condensation products are formed, consisting mainly of 
paraffins and closely resembling American petroleum. A second 
treatment of the material produced a certain quantity of hydro- 
aromatic hydrocarbons or naphihenea corresponding in character to 

1 OmpL rmUU, 1904, 187, 1268. 
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the Caucasian product, whilst if the reduction was conducted at 
300° some of the hydrocarbons were converted into unsaturated 
cyclic hydrocarbons and the product resembled Oalician petroleum 
in character. 

The higher acetylenes behave differently. Diacetylene with copper 
as catalyst yields ethylbenzene and other substances in smaller 
quantity ; nickel, on the other hand, yields ethylcyclohexane. The 
difference between the two catalysts is also brought out in the case 
of heptine C7Hi2» copper giving heptene C7H14 and polymerisation 
products (di- and tri-heptene), ai^d nickel effecting complete reduction 
to heptane. This difference in action of the catalysts is explained 
by Sabatier on the assumption that the metal, under varying con- 
ditions of temperature, is capable of forming different hydrides, and 
thus producing lower and higher states of hydrogenation. 

Aromatic Hydrocarbons. Aromatic hydrocarbons (benzene and 
homologues) are readily converted into hexahydro-derivatives at 
180°, and compounds with unsaturated side-chains yield the corre- 
sponding cycloparaffins. Styrene gives ethylcyclohexane, dipentene 
forms menthane, camphene yields dihydrocamphene, bomylene 
gives camphane, and pinene forms pinane. In the first experiments 
with naphthalene and acenaphthene, tetrahydro-derivatives were 
obtained. Since then, by working at lower temperatures, the deca- 
hydride of naphthalene, the tetra-, octa-, and tetradecahydrides of 
anthracene, the di-, tetra-, and dodecahydride of phenanthrene, and 
the decahydride of fluorene have been prepared. 

Aldeliydes and Ketones, Aliphatic aldehydes and ketones with 
nickel as catalyst are readily reduced to alcohols. By this method 
the formation of pinacones from ketones is avoided. Aromatic 
aldehydes such as benzaldehyde give benzene and carbon monoxide, 
whilst aromatic ketones give the corresponding hydrocarbons. The 
diketones, such as benzil and benzoin, also react smoothly, yielding 
dibenzil, and the quinones arc easily converted into the corresponding 
quinol ; in the case of benzoquinone the nucleus may also be reduced, 
and quinitol is formed. 

Phenols. At a temperature of 215-230° the mono- and poly- 
hydric phenols are reduced to cyclohexanols, and a and /? naphthol 
form the decahydrides. If the temperature is too high they 
may lose hydrogen, giving the cycloketone. This elimination of 
hydrogen is exemplified in the case of the alcohols, which, with 
copper as catalyst, form aldehydes or ketones, and the latter in turn 
may lose carbon monoxide, and finally pass into hydrocarbons. 
An interesting example is that of allyl alcohol, which by loss of 
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hydrogen is partly converted into acrolein and partly by further re- 
duction into propionaldehyde. At a lower temperature it is wholly 
converted into propyl alcohol. Benzyl alcohol yields benzaldehyde 
at 300^ and benzene and carbon and carbon monoxide at 880^ 
Furyl alcohol is, however, reduced to methyl furfurane. 

Unsaturated Ketones. In substances like mesityloxide, the ethy- 
lene, but not the ketone, group is reduced; unsaturated cyclic 
ketones, on the other hand, can be converted into cyclohexanols if 
the temperature is kept low and the speed regulated so that a large 
excess of hydrogen is present In this way pulegone has been 
converted successively into pulegomenthone and pulegomenthol, 
carvone into dihydrocarveol, and thujone into thujol. 

Unsaturated Acids and Esters of the aliphatic and aromatic series 
are readily reduced to the saturated condition. Acrylic acid is con- 
verted into propionic acid, oleic acid into stearic acid, and cinnamic 
acid into phenylpropionic acid. The esters, such as the unsaturated 
animal and vegetable oils, behave similarly. The process known as 
' the hardening process ' has become of great technical value. The 
liquid fish-oils become solid and the unpleasant smell is entirely 
removed on reduction. 

Acids and Anhydrides. Acetic acid passed over heated copper 
at 400° breaks up into methane, carbon dioxide, and acetone ; with 
zinc dust at 250^ it gives acetone ; propionic acid and the higher 
acids yield a mixture of aldehyde and ketone (propionaldehyde 
and diethylketone). Acetic anhydride with nickel breaks up into 
acetaldehyde and acetic acid. The nucleus in aromatic acids has 
not yet been reduced by this method. The effect on phthalic 
anhydride is to give phthalide. 

Nitra-compounds are reduced to amines. Nitrobenzene passed 
over copper at 800° yields aniline, and other nitro-compounds behave 
similarly, whilst if nickel, the more powerful catalyst, is employed, 
the aniline breaks up into benzene' and ammonia. AJiphatic nitro- 
compounds are less sensitive to nickel, and yield the amine at 
150-180°. 

Compounds such as oximes, cyanides, isocyanides, and isocyanio 
esters, which yield amines by other methods of reduction, are reduced 
in the same way by nickel and hydrogen. With aliphatic cyanides 
the product, as a rule, is not a single primary amine, but a mixture 
with the secondary and tertiary base, in which the secondary amine 
predominates. The latter is produced by union of two or more 
molecules of the primary amine, with elimination of ammonia. In 
the case of aromatic cyanides, cleavage into hydrocarbon and 
ammonia occurs. Phenyl cyanide gives toluene and ammonia. 
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Isocyanic esters and carbamines give secondary amines, but the 
reactions are complicated by secondary processes. 

C2H5NCO + 8Ha = C2H5NHCH3 + HjO 
CjHfiNC + 2Ha « C2H5NHCH3 

Like the aliphatic cyanides, the aliphatic aldoximes give primary, 
secondary, and tertiary amines, in which the secondary amine pre- 
dominates, whilst the cyclic oximes, such as acetophenonoxime, give 
in addition the unsaturated hydrocarbon. It is a remarkable fact 
that the esters of nitrous acid yield amines on reduction just like 
the isomeric nitroparaffins. 

Aromatic Bases. The effect of temperature on ftie product of 
reduction is well illustrated in the case of aniline and other aromatic 
bases. Passed over nickel at a high temperature aniline breaks 
up into benzene and ammonia: at 190^ it yields a mixture of 
cyclohexylamine, dicyclohexylamine NH(CeHii)2, and phenylcydo- 
hexylamine CfiHgNHCeHu ; at 160-180° cyclohexylamine alone is 
formed, and the homologous amino compounds are readily reduced 
in the same way. Benzylamine, however, breaks up mainly into 
toluene and ammonia, with the formation of little of the cyclohexane 
derivative. The only satisfactory method of obtaining hexahydro- 
benzylamine is to utilise the Sabati^r-Senderens synthesis of amines 
by passing a mixture of the alcohol and ammonia over heated 
thoria. Though attempts to reduce pyridine failed, the ring breaking 
and giving rise to amylamine, quinoline was convei-ted into the 
tetrahydro-derivative by reduction of the pyridine nucleus, and 
pyrrole into pyrrolidine. Indole, curiously enough, breaks up and 
gives o-toluidine, and acridine forms ajS-dimuthyl quinoline, in 
which one benzene ring is opened. 

Halogen Compounds, The general efifect of the process on 
halogen compounds is either to remove the halogen, which is 
eliminated as halogen acid, giving the unsaturated hydrocarbon, or 
simultaneously to replace it by hydrogen. The aliphatic mono- 
ohloro compounds break up at 260^ into hydrogen chloride and the 
olefine ; 2.2 dichloropropane gives chloropropylene. Chloro- and 
bromo-benzene lose halogen and yield benzene. 

Zpatiew's Method. The first experiments of Ipatiew were 
directed to the study of the pyrogenetic efifect of difiPerent catalysts 
at high temperatures (600-800**), in the course of which he was able 
to show that a common result of such a process was the removal 
of hydrogen and also oxygen. In this connection, iron and zinc, that 
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is, easily oxidisable metals, were found to be peculiarly active. 
Alcohols passed through iron tubes, or tubes containing zinc, were 
converted into aldehydes and ketones, along with olefines formed 
by removal of water. 

A variety of catalysts, including alumina and other metallic oxides^ 
were examined, with interesting results, some of which cori'esponded 
closely with those obtained by the Sabatier-Senderens process. 
A novelty in the method was afforded by the use of hydrogen at 
high pressure, which was proved to accelerate the process. Ipatiew 
showed, for example, that ethylene in presence of alumina and 
hydrogen at a temperature of 400-450^ and at a high pressure 
underwent polymeidsation and reduction, yielding paraffins. Acetone, 
which undergoes no change in an iron tube at 400° with hydrogen 
at the ordinary pressure, is converted at 100 atmospheres to the 
extent of one-fourth into isopropyl alcohol. 

A further development of the method was the action of the two 
oxides of nickeP on unsaturated compounds in presence of hydrogen 
at a pressure of 100-120 atmospheres. Benzene was completely 
reduced to cyolohexane at 250° in one and a half hours, with one-tenth 
of its weight of nickel oxide, the rate of reduction being therefore 
greater than with the metal. Other aromatic hydrocarbons, ketones 
and bases, phenols, terpenes, and quinoline were reduced more 
rapidly than in the Sabatier-Senderens process, and, in addition, the 
alkali salts of aromatic acids such as benzoic, phthalic, and /3-naphthoic 
acids, which are unaffected by the free metal, yielded the hexa- 
hydro compounds in the first two cases and the tetrahydro and deca- 
hydro acids in the last. Copper oxide can in some cases replace 
nickel oxide with advantage.* The great difference in the rate of 
reduction seems to point to some other action than that of the metal 
and hydrogen. Ipatiew explains the process by supposing reduction 
of the nickel oxide to occur with the formation of water, which 
re-forms oxide and liberates active hydrogen. 

Among reducing catalysts should be included metallic iron in 
its action on nitro*compounds, for it is well known that much 
less than the theoretical amount of hydrochloric acid is required for 
reduction. The process is explained by the alternate change of 
ferrous chloride into the magnetic oxide and reconversion into 
ferrous salt. 

]>eliydrogenatio]i. It has already been pointed 6ut that the above 
process^ especially at higher temperatures, is reversible, and may 

» Ber,, 1907, 40, 1270, 1281. • Bar., 1909, 42, 2089. 
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lead to the elimination of hydrogen. Thus it has been shown that, 
with copper at 250-800^, the primary alcohols yield aldehydes, the 
secondary alcohols from ketones ; tertiary alcohols, on the other hand, 
give olefines. Geraniol may be converted into citral, borneol into 
camphor, and menthol into menthone. Cyclohexanes pass into aro- 
matic hydrocarbons. Cyclohexanols above 850° tend to revert to the 
phenol, the cydohexylamines to the amino compounds ; the dodeca- 
hydride of anthracene loses six atoms of hydrogen at 200° and eight 
atoms at 260°, reverting to anthracene at 810°. At 800° piperidine 
is converted into pyridine. 

Paraffins also lose hydrogen, and apparently break down into un- 
saturated groups, CH3, CH2, CH, which reunite to form new saturated 
and unsaturated hydrocarbons. The results are much the same as 
those obtained by Berthelot by the thermal decomposition of the 
paraffins, but, in presence of a catalyst, are produced at a much lower 
temperature. 

Dehydration. Whilst metallic catalysts are chiefly effective in 
adding or removing hydrogen, the metallic oxides, such as anhydrous 
alumina, thoria, the blue oxide of tungsten (W2O5), and, as Ipatiew 
has shown, aluminium phosphate and silicate, possess a dehydrating 
action.^ At temperatures of 800° to 860° the alcohols (with the 
exception of methyl alcohol, which gives methyl ether) are converted 
into the corresponding olefines. Ethyl alcohol forms ethylene, and 
borneol gives menthene, &c. Two catalysts, such as copper and 
alumina or thoria, may thus produce essentially different reactions, 
for, with the metal, the alcohol loses hydrogen and yields aldehyde ; 
but with the oxide it loses water and gives the olefine. According to 
Sabatier,^ both reactions are determined by a labile union of the 
catalyst with the compound, which differ, however, in the nature of 
the products. The action of a dehydrating and a reducing catalyst 
may sometimes be combined, so that the olefine is first formed and 
then converted into the saturated hydrocarbon.' Carvomenthol has 
been converted in this way into menthane (Part III, p. 230). 

The dehydrating action of metallic oxides can also be accompanied 
by the addition of other groups, and Sabatier and Mailhe' have 
succeeded in preparing primary and secondary amines by passing 
a mixture of alcohol and ammonia over heated thoria at temperatures 

1 Ipatiew, Ber.j 1904, 37, 2986 ; Sabatier and Mailhe, Ann, Chem. Phys,, 1910, 
20, 841. 

> Sabatier and Hurat, CompL rend,, 1912, 166, 886; Ipatiew, Ber., 1912, 46, 
8206 ; Ber., 1911, 44, 2000. 

' Comp. rend,, 19II, 163, 160. 
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between 250** and 360°. Thus, propyl alcohol and ammonia give 
a mixture of propylamine and d {propylamine, 

C3H7OH + NH3 = C3H1NH, + HgO 
C H7OH + CaH^NHj, = (C3H7)2NH + HgO, 

and benzyl alcohol yields benzylamine and dibenzylamine. 

In the same way mercaptans can be prepared by the action of the 
catalyst on a mixture of alcohol vapour and hydrogen sulphide. 
Ethyl alcohol, for example, gives ethyl mercaptan. 

C2H5OH + HgS = CaHfiSH + H^O. 

Esterification has also been effected in a similar fashion by passing 
the mixed vapours of alcohol or phenol and an organic acid over 
a metallic oxide. In this last reaction titanic oxide is more e£fective 
than thoria. With phenols and thoria as catalyst, diphenyl ethers 
are formed.^ 

Finally, thoria, alumina, lime, and other oxides at temperatures of 
350° and 400° convert aliphatic acids and those aromatic acids with 
carboxyl in the side-chains, such as phenyl acetic and phenyl propionic 
adds, into ketones, whilst a combination of the acid and formic acid 
gives the aldehyde. In the latter case titanic oxide is the most 
effective catalyst. 

Befesences. 

Ueber kaialyiisehe Redukiicnen organiacher Verbindungetiy by Dr. A. Skita. Enke, 
Stuttgart, 1912. 
JHe MeOioden der organisehen Chemie, by Dr. B. Szelinski. Thieme, Leipzig, 1011. 

Catalytic Oxidation. The earliest use of catalysts in oxidation 
is to be ascribed to H. Davy, who used platinum in effecting the 
union of hydrogen or marsh gas with oxygen, a phenomenon which 
was afterwards utilised by Dobereiner in his lamp. Here a jet of 
hydrogen was made to impinge upon a surface of platinum upon 
which oxygen was occluded ; oxygen combined with the hydrogen, 
raising the platinum to incandescence and bringing about ignition of 
the jet. A later application of platinum as an oxidising agent was 
that by Hofmann to the preparation of formaldehyde, which LOw 
afterwards modified by replacing the platinum by copper. Colloidal 
platinum or copper was found to produce the same effect when air 
at the ordinary temperature was passed through methyl alcohol con- 
taining the metal in solution. Platinum black moistened with 
ethyl alcohol and exposed to air is converted into acetic acid, and 

^ Sabatier and Mailbe, Qmp. rend., 1012, 166, 260. 
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other organic compounds have been oxidised in a similar fashion. 
Cerous oxide, which, exposed to air in alkaline solution, passes into 
the tiioxide, can bring about oxidation, though its use in organic 
chemistry is restricted. Vanadium in the form of oxide has been 
used along with chlorates in the production of aniline black from 
aniline, and the oxide of vanadium or ammonium vanadate has also 
been utilised in modifying the action and increasing the yield of oxalic 
acid by the action of nitric acid on sugar. But the most interesting 
of oxidising catalysts are iron in presence of hydrogen peroxide^ and 
mercury or mercuric sulphate in presence of sulphuric acid. 

The use of hydrogen peroxide in presence of a trace of ferrous 
salt was introduced and studied by Fenton^ and has proved an 
invaluable reagent. Its action was first applied to the oxidation of 
tartaric acid, which is converted into dihydroxymaleic acid and later 
to that of the polyhydric alcohols, which are oxidised mainly to 
aldoses. Hydroxy acids are also readily attacked,' yielding aldehydio 
or ketonic acids. 

Ruff' modified the method for preparing aldoses by oxidising the 
hydroxy acid obtained from one sugar, by means of Fenton*s reagent, 
to the lower aldose of the series (Part III, p. 8). 

It may be added that Dakin * has shown that normal saturated 
fatty acids and their phenyl derivatives may be oxidised to ^-hydroxy 
and /8-ketonic acids by the action of hydrogen peroxide on the acid 
without the addition of iron or its salta 

The first example of oxidation by the use of mercury in strong 
sulphuric acid was that of naphthalene, which at a temperature of 
about 275^ is rapidly attacked and converted into phthalic acid. 
Anthraquinone is converted by the same process into hydroxyanthra- 
quinone, and by protecting the hydroxyl groups by esterification 
with boric acid a hexahydroxyanthraquinone has been formed. The 
oxidation of aniline is greatly accelerateci by the presence of mercuric 
sulphate at 276^ The use of persulphates in presence of silver 
peroxide and silver nitrate has also been applied as an energetic 
oxidising agent, which can convert benzene into quinone.' 

The catalytic oxidation of enzymes or oxidases is discussed in 
Part III, chap. iL 

Catalytio Kalogmiation. To complete the series of catalytic 

1 Trans, Otem. Soe., 1894, 66, 899 ; 1899, 75, 575. 

• TVofis. C%m. Soc, 1900, 77; 69. • Ber.y 1898, 31, 1678. 

• OxidaHona and Redudicns in the Aninud Body, by H. D. Dakin. Honognipltf on 
Biochemistry : Longmans, Gr<;en, 1912. 

• Kempf, Ber.j 1905, 88, 3963 ; Austin, Trans. Chem, Soc., 1911, 00, 264. 
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reactions of organic compounds, mention should be made of ' halogen 
carriers 'y which accelerate in a remarkable degree the process of 
chlorination and bromination. Among the more important are iron 
and its salts, the chlorides and bromides of antimony, molybdenum, 
aluminium, and phosphorus, sulphur and iodine. 

Catalyiio Coiid«&s»tloii, such as the Friedel-Crafts reaction, is 
discussed under condensation (p. 195). 

Polymerisation. The term polymerisation is clearly marked out 
from the process dealt with in a succeeding section on condensation 
by the nature of the product. A polymerisation product is one 
formed by the union of two or more molecules of the original com- 
pound in such a manner that depolymerlsation, or cleavage into the 
original substance, is easily effected. The conversion of acetaldehyde 
C2H4O into paraldehyde (CgH40)3 is an example of polymerisation, 
for the latter on distillation with a small quantity of sulphuric acid 
yields the parent substance. Aldol (G2H40)2, on the other hand, 
cannot be broken up readily into acetaldehyde. The difference lies 
in the nature of the link between the molecules: in paraldehyde it is 
supposed to be effected by means of oxygen, in aldol by means of 
carbon. 

CH, 

I 
CH 



o/\,< 



/-ITT Tiri In IT niJ Aldol. 

V^H'i • UUs.- A/Xl • V/JCI3 



P CH3 • CH(OH) . CH2 . CHO 

. HcLjcH . 
O 

PanJdehydtf. 

The property of undergoing polymerisation is peculiar to un- 
saturated compounds, from a natural tendency to saturate themselves. 
The formation of diisobutylene from isobutylene under the action of 
sulphuric acid or zinc chloride and that of benzene from acetylene 
must be included under condensation processes in accordance with 
the definition adopted above ; but the conversion of aldehydes into 
the polymolecular paraldehydes, and the thio-aldehydes and -ketones 
into trithioaldehydes and trithioketones are examples of polymerisa- 
tion. Polymerisation of the aldehydes is effected by small quantities 
of catalysts, such as mineral acids and certain metallic chlorides. 

The change is also exhibited by aromatic aldehydes when acted upon 
by alkalis, but in this case intramolecular change occurs and an ester 
is formed. Benzaldehyde jrields benzyl benzoate. 

2CeH<jCH0 = C0H5CH2O . OC . CeH^. 
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The only ketone which undergoes this change is acetone, which in 
presence of alkali yields diacetone alcohol CH8.GO.CH8.G(OH).(CHs)2, 
but breaks up on heating into ttcetone. The thio-aldehydes and 
-ketones polymerise so much more readily than the aldehydes 
that by acting on the aldehyde or ketone with hydrogen sulphide in 
presence of hydrochloric acid polymerisation occurs in process of 
formation. 

Polymerisation is very commonly observed among cyanogen com- 
pounds. Cyanogen itself yields paracyanogen (GN)n, hydrocyanic 
acid in alkaline solution deposits on standing a brown amorphous 
compound, which is probably aminomalonic nitrile (GN)^ . GHNH2, 
whilst the alkyl cyanides yield di- and tri-molecular compounds. 
Liquid cyanogen chloride gives the solid tricyanogen chloride, 
cyanamide forms di- and tri-cyanamide (melamine). Gyanic acid and 
its esters also polymerise readily. Thiocyanic acid behaves like 
cyanic acid. 

Light will sometimes effect polymerisation, as in the conversion of 
anthracene into dianthracene (see Part II, p. 149). 



GHAIN AND RING FORMATION 

I. CONDENSATION, UNION OF CABBON AND CARBON 

The terms condensation and condensation product imply a process 
and its result which have never been clearly defined, but which at 
the same time convey a distinct idea. Thus, the combination of 
ethyl alcohol and acetic acid to form an ester — a reaction in which 
water is separated— would not be termed condensation, yet the union 
of two molecules of acetaldehyde to form crotonic aldehyde, in which 
water is likewise I'emoved, would be regarded as a typical example 
of such a process. 

GH3.GOOH + G2H5OH = GHa.GOOGjHs+HaO 

Acetic acid. Ethyl aloohoL Ethyl acetate. 

GH3. GHO + GHj. GHO = GH3. GH:GH. GHO+ 11,0 

Acetaldehyde. Crotonic aldehyde. 

Again, all reactions, of which the conversion of aldehyde into aldoL 
may be taken as the type, are termed dUM condensations^ but in this 
case no water ia separated. 

OH3 . GHO + GH3 . GHO - GH3 . OH(OH) . GH^ . GHO 

Acetaldehyde. AldoL 



\. 
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It is easy to draw a distinction between the formation of acetio 
ester from alcohol and acetic acid and that of crotonic aldehyde from 
acetaldehyde. In the first reaction the two molecules are linked in 
the new product by oxygen and are again readily separated by 
hydrolysis ; but in the second reaction the new linkage is established 
between carbon atoms, and the product is consequently of a much 
more stable character. This might help us to a definition, were it 
not that in the third example no water is eliminated, although the 
new combination is effected between carbon atoms. 

Although it is true that the formation of aldol is covered by the 
term, pol^fmerisation and should, strictly speaking, be included in this 
category, yet it is distinct from the process which gives rise to 
paraldehyde, a compound which, unlike aldol, is readily dissociated 
into the original aldehyde. In other words, the one is a reversible, 
the other is practically a non-reversible process. 

As the formation of aldol is intimately linked with that of crotonic 
aldehyde, it would be illogical to draw distinctions between the two 
processes, and the term (ddol condensation is therefore justified. 
« Condensation may then be defined as the union of two or more 
organic molecules or parts of the same molecule (with or without 
elimination of component elements) in which the new combination is 
effected between carbon atoms. 

If this definition is accepted it will naturally embrace every kind 
of reaction in which new organic compounds are elaborated by the 
linking of carbon atoms. Used in this sense the word condensation 
can be conveniently applied to denote a certain section of the more 
comprehensive category of constructive chemical changes which are 
included in the term synthesis. 

There is no intention of implying that the combination between 
carbon atoms is subject to different conditions from those obtaining 
among other elements. The union is, as a rule, more stable, but not 
necessarily so, and many reversible changes are known, in which 
carbon atoms part company as well as combine. We shall see 
presentiy that an almost equally stable union may be effected between 
carbon-nitrogen, carbon-oxygen, or carbon-sulphur, both in open 
chain and ring structures. 

It must be recognised, therefore, that the distinction is an artificial 
one and merely convenient. Also, for convenience, it is desirable to 
distinguish between external condensation^ in which two or more 
different molecules become linked together, and internal condensation^ 
in which carbon atoms in the same molecule combine, leading to 
nng formation. 
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The process of condensation is connected with the early history of 
organic chemistiy and was the outcome of the first systematic 
attempts at organic synthesis. 

In the following pages it is intended to give a general survey of 
the principal condensation processes. 

Vatnre of Condensation ProoeMoe. The examples of condensa- 
tion (of which ring formation may be regarded as a special case) are 
so numerous and at the same time so varied in character that it 
would be impossible within the limits of a single chapter to 
enumerate them in anything like detail. Nevertheless, it is possible 
to lay down certain broad generalisations under which the dififerent 
reactions may be grouped. 

In the first place it will be observed that union between molecules 
or parts of a molecule is nearly always determined by unsaturation 
and by a consequent tendency for the unsaturated atoms to saturate 
themselves. On this basis condensation processes may be roughly 
divided into two groups : those in which the combining molecules 
are induced to unite by being rendered, as it were, artificially 
unsaturated as the result of withdrawing certain elements, and those 
which, being already unsaturated, combine either spontaneously or 
with the help of a reagent or catalyst. 

To the first category belong those substances which, either by the 
action of heat or oxygen, lose hydrogen, resulting in the union of 
the residual groups. The linking up of compounds by the removal 
of halogen by the aid of a metal is illustrated by the processes of 
Fittig and Wurtz in chain formation, and by that of Freund and 
Perkin in the preparation of ring structures. Condensation effected 
by the separation of halogen acid through the action of catalysts is 
i^presented by the Friedel-Crafts method with aluminium and ferric 
chlorides, and by that of Ullmann with finely divided copper. The 
removal of carbon dioxide by heating baiium or calcium salts of I 

organic acids or their anhydrides and by electrolysis gives rise in "^ 

the first case to ketones and in the second to paraffins and new 
homologous acids. 

It is, however, to the second category, namely the union of 
unsaturated compounds, that the largest number of condensation "^ 

processes belong. They may be divided broadly into those in which 
the combining molecules are both unsaturated, as in the union of 
acetylene with itself to form benzene, and those in which one 
molecule is saturated and the other not, as in Michael's, Ref ormatsky'Sy 
and Grignard's reactions (pp. 202-208). 
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But the process which has afForded the most varied and extended 
application is one which, for want of a better name, may be termed 
intermolecular isomeric change. In the chapter on isomeric change. 
Part II, chap, vi, the various types of change are enumerated and 
illustrated. These changes are brought about by the wandering of a 
hydrogen atom from one polyvalent atom to another in the molecule, 
accompanied by change of linkage. Suppose a similar process to 
take place between two polyvalent atoms belonging to different 
molecules, such a reaction would bring about mutual unsaturation, 
resulting in a union between them. 

For example, the most common cise of dynamic isomerism is 
the keto-enol change, which .takes place when a hydrogen atom 
wanders from a carbon atom to a neighbouring oxygen atom. 

0:C.CH :^ HO.C:C 

Now if this change occurs between two molecules, one of which 
contains a CO group and the other a CHg group, as in the formation 
of aldol, we have a typical example of this kind of condensation, 

0:C + CH2 -^ HO.C— CH -^ C = C 

a process which may or may not be followed by the removal ot 
water and the production of an unsaturated compound. 

Many examples of similar intermolecular isomeric changes occur, 
as for instance in Thorpe's reaction (p. 252), where the union of 
cyanogen derivatives with CH^ groups takes place. 

N:C+CHo -> HN:C— CH 

' I /^ II 

Michaers reaction might be included in the same category, corre- 
sponding to a shifting of the hydrogen atom within the molecule of 
an unsaturated hydrocarbon radical (see p. 202). 

CH« + CH:CH -^ CH— CH— CHj, 

•^11 ^11 

If we consider the various types of isomeric change and the large 
number of compounds which they include^ the wide range and 
variety of the condensation products to which the above process 
may be applied will be easily realised. At the same time it is restricted 
in its application, being dependent mainly on the vicinity of certain 
active (usually negative) groups, and, to a smaller degiee, on the 
nature of the condensing agent. A paraffin, although it contains 
numerous CH^ groups, does not undergo condensation of the aldol 
type with an aldehyde or ketone under any conditions. Formaldehyde, 

PT. I H 
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the most leactiye of those tfnbstanoes, which readily condenses with 
aromatic hydrocarbons, eannot be induced to combine with methane 
or its homologues unless a negative group such as GO, CN, NO^ 
replaces at least one atom of hydrogen in the paraffin. The 
acetoacetic ester synthesis, in which two esters unite under the 
influence of metallic sodium or sodium ethoxide, is undoubtedly an 
additive process, although resulting in the separation of a molecule 
of alcohol. It may be given the following general form : 

/OH 

R.CO.OC^H^ + CH^X -* R.C^CHX > 

» NOC^Hs 

R.CO.CH.X + CjHjOH 

The X in the formula stands for an acid radical which may be not 
only an ester group, but an aldehyde, ketone, cyanogen, nitro or 
unsaturated ester or ketone group, HG : GH . GO. 

The aldol and benzoin condensations and Glaisen reactions consist 
in the union of two molecules of aldehyde, frequently followed by 
the removal of water and formation of an unsaturated aldehyde, as 
already explained. 

R.GHO + GH^GO -* RHO(OH).GH. CO -* RHC:G.G:0 

II I . I 

Here again the GO group in the CH^ . GO complex ^y be replaced 
by carboxyl (Perkin's reaction), carbethoxyl, and the other negative 
groups mentioned above, whilst the aldehyde may be substituted 
by a ketone (Glaisen's and KnoevenageVs reactions, pp. 238, 241). 

Blng Formation. Nearly all the above reactions may become 
intramolecular if the necessary grouping is present, and in such 
cases ring formation follows. But the process in some cases is 
subject to certain limitations, which depend on the number of atoms 
composing the ring. The acetoacetic ester synthesis, for example, 
may be applied intramolecularly to adipic, pimelic, and suberic estei-s, 
but not to glutaric or succinic esters. 

CHj • GH^ • GOOGjHg GH2 . GH^ 

\C0 + C^HjOH 

CH, . CH, . COOCjHg CH, . CH . COOB 

In other words, it is possible to form a 6, 6, and 7 carbon ring, 
but not one of three or four carbon atoms. 



i 



Ba^yer^fl Strain Theory. The commonest type of cyclic com- 
pounds occurring in nature are those consisting of 5 or 6 atoms. 



1 
i 
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and, as a matter of experience, they are of all ring structures the 
most readily produced, and the most stable under the action of heat 
and reagents. 

An ingenious and very plausible explanation has been advanced 
by Baeyer under the name of the Strain {Spannung) Theory, which 
is based upon stereochemical considerations. Supposing the four 
valencies of carbon to be directed towards the solid angles of a 
regular tetrahedron, they will make angles of 109^ 28' with ono 
another. Any distortion or deviation of these valency directions 
will lead, according to the theory, to a condition of strain which will 
make itself evident by loss of stability, and the greater the strain 
the greater the instability. 

Baeyer regards an olefine as the first member of the cyclic series, 
ia which the normal position of the two bonds uniting the carbon 
atoms is assumed to be bent so as to form straight parallel links 
between the atoms. The amount of distortion can be estimated, for 
each bond is bent inwards through half the total angle which the 
two make with one another, } (109^ 28^ = 54^ 44' ; in a cyclopro- 
pane derivative, in which the carbon atoms may be supposed to 
make an equilateral triangle, the amount of displacement will be 
i(109''28'-60')«24''44'. The amount of deviation from the 
normal is given in the following table ; 

Cyoloethane (Ethylene) } (lOQ"* 280 ^^° ^^' 

Cycloprop:ine ^(109° 2S' -60'') 24° 44' 

Cyclobutane J (109° 28^ - 90°) 9° 44' 

Cydopentane ^ (109° 28' - 108°) 0° 44'- 

Cyclohexane * (109° 28' - 120°) - 5° 16'-r 

Cycloheptane i (109° 28' - 128° 84') - 9° 88'- 

CydoocUne i (1 09° 28^ - 186°) - 12° 46' 

It will be seen that the condition of greatest strain will occur 
in the olefine, that of least strain in the cyclopentanes, and then in 
the cyclohexanes. In the last three the strain will be outwards 
instead of inwards. 

Stabilitj of Bing 8tniotiir««. We will now consider briefly to 
what extent the experimental facts harmonise with Baeyer*s theory. 
It should be stated at the outset that the theory has reference to 
cycloparaffins and their derivatives, but does not necessarily include 
aromatic compounds or heterocyclic systems, which will be considered 
separately ; for the unsaturated nature of the aromatic nucleus and 
the presence of other atoms than carbon in the ring may, and 
probably do, affect the stability of the system. No great importance 
need therefore be attached to an observation such as that of 
Harkownikoff, who found that a cydopentane derivative on 

h2 
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bromination in presence of aluminium bromide is conyerted into 
a brominated benzene. 

At the same time it is a significant fact that among heterocyclic, 
as well as homocyclic compounds, 5 and 6 atom rings are not only 
most easily prepared, but of commonest occurrence among natural 
products derived fi-om animal and plant organisms. Although there 
are certain facts not in harmony with the theory, which, as Aschan ^ 
says, cannot be elevated to the position of a law, like the theory of 
Van 't Hoff and Le Bel, it nevertheless presents a rough picture 
of molecular mechanics, which has had the effect of stimulating 
inquiry and enriching the science with fruitful results. In stud3ring 
the stability of the cycloparafiSns and their derivatives, it is important 
to remember that this property varies with the nature of the radicals 
attached to the cyclic carbon atoms. Kotz,' who made a careful 
study of the subject, found that the stability of the cyclopropane 
ring is diminished by the introduction of alkyl groups and increased 
by that of carboxyl, and Buchner * has shown that the latter effect 
is further enhanced when the carboxyl groups are attached to different - 

carbon atoms. For example, cyclopropane 1,1, dicarboxylic acid 
undergoes disruption in contact with hydrobromic acid in the cold, 

CHa 
/\ -^ CH,Br.OH,.CH(CO,H)g 

H,C— C(COaH)j 

whereas the 1 . 2 dicarboxylic acid is not affected even when boiled 
with the concentrated reagent. The effect of carboxyl on the stability 
of 3- and 4-carbon tings is, in short, so great that frequently more 
depends on the nature and position of the radicals than on the 
number of carbon atoms in the ring/ 

We will consider first the stability of the different cycloparaffins 
towards reagents, then the facility with which they are formed, and 
finally their converaion into one another. 

▲otion ef Reagents. Taking ethylene as representing the first 
member of the cyclic series, it is characterised by the ease with 
which it unites with halogens, halogen acids, strong sulphuric acid, 
and undergoes oxidation with permanganate. These properties, ^ 

which are manifested in the hydrocarbon itself, may be modified to , 

a greater or less extent, as we have seen (p. 116), in certain of its i 

^ Ckemie der aiiqfklischen Verbindungen, by 0. Aschan. Yieweg, Brunswick, 1905. 

< J. prakL Ckem,, 1908, 68, 156. > Annalen, 1895, 284, 198. 

^ Perkin and Simousen, Tirans. Chem, Soc., 1907, 01, 817; Perkin and Golds- . 

worthy, Trans, Chtm. 5oe., 1914, 106, 2665 ; Kenner, Ttxtna, Chem, Soc., 1914, 105, , 

2685. 
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derivatives. Cyclopropane combines with bromine in sunlight, 
though not so readily as benzene, to form trimethylene bromide; 
it unites quite readily with hydrobromic and hydriodic acidd, giving 
normal propyl bromide and iodide, and with sulphuric acid, forming 
propyl hydrogen sulphate, which on heating with water is converted 
into n-propyl alcohol. In all these reactions it resembles ethylene, 
but differs in its indifference towards permanganate, which is without 
action. Cyclopropane is decomposed above 550^ (or, as Ipatiew^ 
found, at 100° by passing it through a tube filled with iron filings) 
and gives propylene. Dimethylcyclopropane is completely converted 
into trimethylethylene when passed over alumina at 850^ 

{OU^)^G<^\ ' -> (CH3)2.C:CH.CH3 

Cyclobutane is inert towards halogens, halogen acids, sulphuric 
ncid, and permanganate, and is unaffected by heat. Cyclobutanol is, 
however, converted by hydrobromic acid* into 1 . 3 dibromobutane,^ 

HgC CHa HgC CH, CHoBr CH, 

n 



Lj vjiijjji: va.8 



HjO OHOH HjC CHBr CH, CHBr 

and truxillio acid breaks up on heating into two molecules of 
cinnamic acid : 

C-H.CH— OH . COOH C.UfiB : CH . COOH 

I I -* 

©.HsCH-OH . COOH C,HjCH : CH . COOH 

TroxiUic acid. Cinnamic acid. 

but in these cases the stability of the ring is modified by the presenco 
of radicals. 

In cyclopentane and cyclohexane and their derivatives ring 
cleavage is never effected by any of the reagents mentioned above, 
unless the ring is already weakened by the attachment of oxygen to 
carbon in the form of ketone groups. 

Increasing stability of the ring tip to five and six atoifis of carbon 
is also proved by the heat of combustion, which is discussed at greater 
length in a later chapter (Part II, p. 68). It is there shown that the 
heat of combustion decreases from ethylene to cyclohexane, indicating 
increasing stability or decreasing energy content. Stohmann and 
Eleber compared the mean difference between the heats of com- 
bustion of the cycloparaffins and the paraffins, allowing for the two 



1 £er., 1902, 85, 106d ; 1903, 30, 20U. 
' Perkin, Trans. Cfmi, Soc., 1894, 65, 951. 
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additional hydrogen atoms in the open-chain compound, the results 

of which are given in calories in column I, whilst the mean loss of 

energy is given in column II. 

I II 

cals. cals. 

Cycloethano (ethylene) 88-1 86-9 

Cyclopropane 87.1 81.9 

OyclobuUne 89-9 29.1 

Gyclopentane 16.1 529 

Oyclohezane 14*8 61-7 

Sridanoa of Ring Formation. It is well known that certain 
general reactions which lead to the formation of 5 and 6 atom rings 
fail when it is attempted to produce smaller or larger ring structures. 
The acetoacetic ester synthesis when applied to glutaric ester is a case 
in point (p. 178). Similarly calcium adipate, pimelate, and suberat^ 
yield respectively cyclopentanone, cyclohexanone, and cycloheptanone 
(p. 226), whereas calcium succinate gives in place of cyclopropanone 
a cyclic diketone of the double formula \ 

CHa.CO.CHj 



CHa.CO.CHj 

Ferkin ' found, from his method of using sodium malonic ester and 
a dibromoparaffin in ring formation (p. 192), that whilst the 5-carbon 
ring is produced almost quantitatively, the 4- carbon ring is found 
in smaller quantity and a still smaller yield of the 8-carbon ring is 
obtained. The 6-carbon ring also gave a poorer yield than the 
5*cai*bon ring, whilst the 7-carbon ring was prepared under con- 
siderable difSculty. 

Another interesting fact of the same order is the action of zinc on 
aj9S-tribromobutane dicarboxylic acid, which might foim either 
a cyclopropane or cyclobutane derivative.' It is exclusively the 
second reaction which occurs. 

CHjBr CHa 

COOH . CBr/.CHBr . COOH COOH . CBr<^\cH . COOH 

CMa OII2 

An observation pointing in the same direction was made by Thorpe 
and Campbell ^ in the case of cyclopropane and cyclobutane cyanacetic 
esters, the former, under the action of sodiocyanacetic ester, giving 
an open chain condensation product, whereas the cyclobutane deriva- 
tive combined, but preserved the ring intact 

I Feist, Ber,, 1S95, 28, 781. * Ber., 1902, 86, 2105. 

* Perkin and Simonoen, Tram, Chem, Soc, 1999, 06, 1169. 
« 2VafM. C/i$m. Soc, 1910, 97, 241S. 
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Aperiments have been carried out by Thorpe, Beesley, and Ingold ^ 
to ascertain which of the two types of compound, I or 11, would more 
easily form a cyclopropane ring. 

Q Q 

<(~^yG<(lOr 16' Nc/l09°^ 28' 

I. II. 

For if cyclohexane represents a regular hexagon, the endocyclic 
angles must be 120°, thereby changing the angle which the exocyclic 
carbon atoms make with the cyclic carbon from 109° 28' (the normal 
angle) to 107° 16'. It follows, therefore, from Baeyer*s theory that 
type I, where the carbon atoms are in closer proximity, should yield 
a three-carbon ring more readily than type IL 

The two substances submitted to experiment were a-bromocydo- 
hexane dlacetic ester representing type I and a-bromo-^)3-dimethyl 
glutaric ester corresponding to type II. 

B^S-^^^^]^ Ch/ \0H| 

The result clearly indicated that by removal of hydrogen bromide 
type I gave a more easily formed and more stable ring than type IL 

Tranafbrmation of Bing Systems. One of the most interesting 
features of this problem is the evidence of stability furnished by the 
change of one ring system into another. 

The work of Zincke and Hantzsch on the action of chlorine in 
alkaline solution on the phenols and other aromatic compounds has 
afforded numerous examples of the change of a 6-carbon ring into 
a 5-carbon ring. We may take the case of ordinary phenol which 
passes into a derivative of cydopentane. 

C(OH) 

HC/NCH ClaQ C(OH) . CX)OH 



BrCOpR 



a-" 



H CO^R 



H(iJo 



H (OH)CL JCH2 

CH CCl 

Most of the other phenols behave in a similar fashion.' Wreden 
found that when benzene is reduced with hydriodic acid at 800°, it 
yields a hydrocarbon GqHis} which was first mistaken for cydo- 
hexane, but its low boiling-point (70°) and its conversion into 

1 Trans. Ckem, Soc, 1916, 107, 1080. 

* Meyer-Jacobson, Lehrbuch dvr wganitcfim Ck^mie, vol. ii, part i, p. 88. 
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a mixture of glutaric, succinic, and acetic acids on oxidation left no 
doubt as to its identity with methylcyclopentane. Zelinsky also 
found that cyclohexanol, on reduction with hydriodic acid, gives 
a mixture of cyclohexane and methylcyclopentane. Aschau has 
since shown that cyclohexane changes to methylcyclopentane on 
simply heating in a closed tube with or without aluminium chloride. 
A reaction of the same kind is the conversion of suberyl iodide with 
hydriodic acid into methylcyclohexane and dimethylcyclopentane. 
Gyclobutylcarbinol and hydrogen bromide give cyclopentyl bromide.^ 



H,G. OH . GH.OH H,C 



'•2 



+ HBr 
H2C ^CHj H2 



CH, 



%i 



CH,Br 



IH2 

Cydobutylearbinol. C3'tilopent7l bromide. 

In all these cases it may be taken that there is a change from the 
less to the more stable ring system. 

Examples of the conversion of a 4-carbon ring to a 5-carbon ring 
are also furnished by pinene, which with hydrogen chloride passes 
readily into bomyl chloride, that is, from a bridged ring of 4 carbon 
atoms to one of 5 (see Part III, p. 219). 

Certain exceptions must be recorded. Demjanow' found that 
by the action of nitrous acid, cyclobutylmethylamine is converted 
into cyclopentanol and by loss of water into cyclopentene. This 
reaction is, however, capable of converting a larger into a smaller 
system ; for when cyclobutylamine is acted upon with nitrous acid, 
it yields a mixture of cyclobutanol and cyclopropylcarbinol. 



Xl2C^ ^|CH • NIj[2 Il20y CII2OM 



H, Ho C— ^CH 



Cyclopentylmethylamine gives with the same reagent cyclohexyl 
alcohol and cyclohexyl me thy lamine is converted into suberyl alcohol. 
Wallach ^ explains the latter reactions by assuming the formation 
of an intermediate labile double-ring structure, which undergoes 
hydrolysis. 



CH2~-CH2\ Cxi2 — CH2\ PTT 

1 >CH.CH,NHj -^ I X +N2 

CHj— CH/ CHj- CH 'i— ^CHj 

H,0 CH. — CHj — CHj 

-*- I I 

CHj.CH(OH).CHj 

1 DeiDJanow, Chem. Soe. AMr., 1910, 1, 838. 

* Chtm. Soe. Abtir., 1903, 1, 403. * Atmalen, 1007, SQ3, 831. 
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Further, cyclopentyl nitrite, obtained by the action of silver nitrite 
on cyclopentyl iodide, yields, when treated with concentrated alkali, 
nitro-methylcyclobutane,* 

CHj— CHgv CHj— qCHslNOj 

I NOH.ONO -* I I 

CII2 CJEI2 CH2-— CH2 

Cyclopentyl nitrite. Nitro-methylcyclobutane. 

from which it appears that cyclic compounds without side-chains 
pass into smaller rings with side-chains, whereas, if a side-chain is 
present in the original compound, the tendency is to form a 
larger ring. 

In concluding this account of the conditions which determine 
the formation of the cycloparaffins, a description of the preparation 
of some of the simpler members of the group is appended. 

The preparation of cyclopropane is described under Wurtz*s 
method (p. 188), and was first effected by Freund. Like propane it 
is a gas. Methylcyclobutane was prepared by Perkin by the method 
above referred to ; cyclobutane itself was obtained by Willstfttter ^ by 
a method which he has successfully applied to the preparation of 
other cycloparaffins and which requires a little explanation. Cyclo- 
butanecarboxylic acid, obtained from the dicarboxylic acid (prepared 
by Perkin), by heating is converted into the amide, which by 
Hofmann's reaction is transformed into the amine. From this, on 
methylation, cyclobutyltetramethylammonium hydroxide is formed, 
which on distillation loses trimethylamine and water and yields 
cyclobutene. The latter is finally reduced by the Sabatier-Senderens 
process (p. 164). 

CH2--CH . 00 . NH2 OH2— OH . NH2 

II -^ I I -* 

OH2 — CH2 CII2 — OH2 

OH2— OH . N(0H3)30H . OH2— OH 

II -^ I II +H20 + N(0H3)3 
' OHg-OHa OH2-OH 

Cyclobutene. 

Oyclopentane was first prepared by Wislicenus from cycle- 
pentanone by reduction (p. 189). Oydohexane was obtained in the 
same way from cyclohexanone by Zelinsky," from cyclohexadione 
by Baeyer (p. 225), and by Perkin from hexamethylenedibromide 

1 Rosanofe; Chem, Soc, Abstr.f 1915, i. 657. 

s Ber^ 1905, 88, 1992. 

• Ber., 1895, 28, 780 ; 1901, 34, 2799. 
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(p. 192). It has also been obtained by tho direct redaction of 
benzene (p. 168). 

Cycloheptane has been prepared by Markownikow ^ from suberic 
acid by Wialicenus' method, that is, by conversion into the ketone and 
reduction in the same manner as cyclopentane (p. 200). It has also 
been prepared from the ketone by conversion into the ozime and 
reduction to the amine by Willst&tter,* who used the method applied 
in the case of cyclobutane. 

CHa . CHa . CO CHj . CH^ . C : NOH CH^ . CH, . CH . NH, 



CHji 

I 



CH, 



I 
CHj 

I 



Cyclo-octane has also been prepared by Willst&tter* and Veraguth 
from paeudopelletierine by exhaustiTe methylation. Pseudopelle- 
tierine is an alkaloid found in pomegranate and is related to tropinone 
(Part III, p. 818). On reduction it yields N-metbyl granatinine. 

CHj-CH CHg CHj— CH CH, 



CH, NCH, CO -». CH, NCH3 CH, 

I I l_ I I 



^1 



CH,— CH CH, CH,— CH CH, 

PMudopelletierine. N-methyl granatinine. 

On metbylation tbe bridge is broken and the following substance 
is formed, which on distillation loses water and trimethylamine and 
gives «-cyclo-octadiene. 

N(CH3)30H 

CH,— CH-CH, CH,— CH=CH 

I I i I 

CH2 CHj "-♦ CH2 CH2 

I'll 
CHjj— CH=CH CH2--CH=CH 

Cycle octadiene. 

This compound rapidly polymerises, but if converted into the di- 
hydrobromide and hydrobromic acid removed with quinoline, a second 
more stable ^-cyclo-octadiene is formed, which on reduction by 
the Sabatier-Senderens method gives cyclo-octane. Cyclononane 
has been prepared by Zelinsky * by Wislicenus' method from sebacio 
acid by distillation of the calcium salt and conversion into the cyclic 
ketone. 

' J. Ru88. phys. Chem, Soc., 1898, 26, 364. > Ber., 1908, 41, 148. 
» Ber,f 1907, 40, 957. * Ber., 1907, 40, 8277. 
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The following are Che boiling points of the cycIoparafSns and the 
oon-esponding olefines and parafSns : 



Number of 
carbon atoms. 


Olefine. 


Paraffin. 


Cyclo- 
paraffin. 


8 


-48° 


-86° 


-46° 


4 


-6° 


+ 12° 


+ 1° 


6 


+ 40° 


49° 


80° 


6 


69° 


81* 


69° 


7 


96° 


117° 


98° 


8 


122° 


146° 


126° 


9 




171° 


160° 



Reference. 
Chemie der (Uicyklischm Verbindungent by 0. Aschan. Vieweg, Brunswick| 1905. 

Group 1. Condensation ly separation of Elements. 

Bwnoyal nf Hj^angUL Under the action cyf lieat and certain 

reagents condensation may take place with loss of hydrogen. 
Benzene passed through a hot tube is converted into diphenyL 

2CgHg = CfiHa . CeHg + Hj. 
Diphenyl methane yields fluorene, and stilbene is conyerted into 
phenanthrene. Isobutylene when heated with strong sulphuric acid 
yields a mixture of isomeric diisobutylenes ; but this reaction is 
no doubt brought about by the alternate addition and removal of 
sulphuric acid rather than by the direct elimination of hydrogen.* 

{CH3)2C : CHj + H,S04 = (CHg)^ . C< 

\SO4H 

= {CH8)2C : CH . C(CH3)3 + HjSO^ 



(CH3)2C:CHa + (CH3)2 



^S04H 



Hydrogen may also be removed and condensation induced by the 
action of oxidising agents. An illustration of the process is afforded 
by the linking of two indoxyl (thioindoxyl or bromindoxyl) groups 
in alkaline solution in presence of atmospheric oxygen , to form 
indigo and its derivatives, 

CO CO CO CO 

CeH4<^CHa + H2C<^CoH4 -> 0,11,(^0 ^ Q<^Q,IL^ 

NH NH NH NH 

Indoxyl. Indigo. 

^ Butlerow, Annaltnt 1877, 180, 66. 
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The use of oxidising agents is usually more effective. Dimethyl- 
aniline, for example, when oxidised with sulphuric acid and lead 
peroxide is converted into tetramethyldiaminodiphenyl and the 
formation of magenta from a mixture of o- and p-toluidine and 
aniline may be cited as a similar case of condensation. 

SemovAl of Kalogans. It was in the pursuit of the free radicals 
that Frankland first used potassiupi and the alkyl cyanides, which 
in 1849 he replaced by zinc and the alkyl iodides (p. 85).^ This 
inquiry resulted in two discoveries of the highest importance — 
the synthesis of the paraffins and the production of the first organo- 
metallic compounds. The method devised by Frankland of using 
a metal to remove the halogen from an organic halogen compound, so 
as to effect a union between the residual parts of the molecules, has 
undergone a wide extension. 

The Ketlu>d of Worts. In 1855 Wurtz ' introduced sodium in 
place of zinc for preparing different paraffins from the alkyl iodides, 
as, for example, butane from ethyl iodide, 

2C2H5I + 2Na « C^Hio + 2NaI 
and the same method was applied by Fittig' in 1868 to the prepara- 
tion of the homologues of benzene : 

CeHfiBr + CH3I + 2Na = CeH^ . CHj + NaBr + Nal 
Bromobenzene. Toluene. 

In 1868 Wislicenus* employed finely divided metallic silver in 
the synthesis of dibasic from monobasic acids. 

CHj . CHj . COOH 
2CHaI . CHa . COOH + 2Ag = | + 2 Agl 

CH2 . CHg . COOH 

i8-Iodopropionic acid. Adipio aoid. 

Finely divided copper, although occasionally used in place of silver, 
iias only received extended application as a condensing agent in 
recent years' (see p. 199). 

The formation of benzoic ester by Wurtz from bromobenzene, 
chloroformic ester, and sodium, 

CeHjBr + CICOOC2H5 + 2Na « CgHsCOOCaHj + NaBr + NaCl 
and that of sodium benzoate from bromobenzene, carbon dioxide, and 
sodium by Kekul^ ' are merely modifications of the same process : 
CeHgBr + CO^ + 2Na = CcH^COONa + NaBr 

1 PhiL Trana,, 1852, 142, 417 ; Antuden, 1868, 86, 829. 
> Annalen, 1866, 06, 866. > Atmdlmf 1868, 181, 804. 

« Annaim, 1868, 149, 221 ; Ber,, 1869, 2, 720. 

• Ullmann, Ber., 1903, 36, 2888 ; 1904, 87, 858 ; Annalen, 1904, 832, 88 ; B§r.. 
1905, 88, 729, 2120, 2211. • Annaien, 1866, 137, 180. 
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The same principle has been applied by Freund ' to the production 
of ring compounds by internal condensation in the synthesis of 
cyclopropane from trimethylene bromide and sodium or zinc, 

CHjBr CHg 

CHa +Na2 = CH2 +2NaBr 

CHjjBr CH2 

and by Perkin, jun.,* and his collaborators in the synthesis of methyl 
cyclobutane from 1 . 4 dibromopentane, 

CHj— CHBr • CH3 CH2 — OH • OH3 

I +Na,-> I I +2NaBr 

CH2— CHgBr CH2 — CH2 

and cyclohexane from hexamethylene dibromide, 

OH2 — CH2~"CH2Br GH2 — GH2 — CH2 

I +Na,= I I +2NaBr 

CH2 — CH2~~CH2Br CH2"-~CH2 — CH2 

. Bemoval of Sodium by Halogens and Halogen Compounds. 
The Keihod of Wialioenns. The discovery of a series of organic 
compounds of the nature of 1 . 8 diketones, such as acetylacetone, 
acetoacetic ester, malonic ester, acetone dicarboxylic ester, and 
similarly constituted compounds, such as cyanacetic ester, benzyl 
cyanide, desoxybenzoin, &c., which form sodium compounds by the 
replacement of hydrogen by sodium, gave a new impulse to the study 
of organic synthesis. The further discovery .by Oonrad ' that in the 
preparation of the sodium compounds metallic sodium or dry sodium 
ethoxide could be replaced by an alcoholic solution of sodium 
ethoxide added greatly to the convenience of the method. We are 
not concerned for the moment either with the structure of the 
sodium compounds, which has been discussed under tautomerism 
(Part II, chap, vi), or wifch the mechanism of the formation of the 
compounds themselves, which finds a place under the acetoacetic 
ester synthesis (p. 222). Our attention at present will be directed 
to the description of a few of the more important synthetic operations 
in which the sodium compounds have been utilised. 

Before doing so, it will .dear the ground in connection with this 
and many other reactions to be subsequently described, if the condi- 
tions which determine the mobility of a hydrogen atom in a hydro- 

> Monatih.y 1882, 3, 625. 

> Trana, Chem. Soe,, 1888, 68, 201 ; 1894, 65, 590. 

> ^Imnalm, 1880, 240, 127. 
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carbon (GHg) group are more carefully defined. As a rule the 
proximity of a negative group produces this effect ; but in a varying 
degree, depending partly on the strength of the negative group, partly 
on that of the metal or metallic compound used. Acetone, in which 
one CO group is present, does not react with sodium ethoxide, though 
it forms a sodium compound with metallic sodium. A phenyl 
group enhances the mobility and acetophenone CeH^ • CO . CH, is 
more reactive, but here again sodium ethoxide is without action. If, 
however, sodamide be substituted and the product acted on with an 
alkyl iodide, the three hydrogen atoms of the methyl group may bo 
replaced successively by alkyl groups.* The presence of a phenyl, 
cyanogen, carbetboxyl, or an ethylene group produces much the 
same effect as a carboxyl group. A nitro group may, on the other 
hand, determine the formation of a sodium compound. In all these 
cases the presence of a second negative group will produce the 
required mobility of the hydrogen atom, which seems necessary to 
produce a sodium compound. Consequently, reactivity is manifested 
(1) by the 1 . 8 diketones with the group CO . CH, • CO, which includes 
esters like malonic ester, (2) by compounds with the group 
CO • CH2 . CN, such as cyanacetic ester, (3) by those with the group 
CO . CH2 . C^Hf, like phenylacetic ester and desoxybenzoin, (4) by 
substances such as CgHg . CH, . CN, and (5) finally by compounds 
which contain an ethylene linkage CCCH,. CH:CH, such as 
glutaconic ester CeH^OOC . CHg . CH : CH . COOCsH^, which can be 
methylated by the action of sodium ethoxide and methyl iodide, 
yielding a mono- and dimethyl derivative.* 

We will now turn to the various reactions in which the formation 
of a metallic derivative enables the above group of compounds to 
participate. If to an alcoholic solution of these compounds contain- 
ing the equivalent of one atom of sodium, an alkyl iodide is added 
and the liquid boiled until neutral, sodium iodide separates and the 
alky] deri^tive is formed. The process may usually be repeated by 
adding a second atomic equivalent of sodium in alcohol and a second 
molecule of alkyl iodide, when the dialkyl derivative is obtained. 
If these sodium compounds possess, as they admittedly do, the 
enolic structure, the action of the alkyl iodide must be represented 
by some such general schemes as the following, in which addition 
precedes substitution (see p. 124).* 

1 Holler and Bauer, Compt, rend,, 1909, 148, 70. 
s Henrich, Ber., 1898, 81, 2103. 

' Michael, J.proAt Chem,, 1892, 46, 194 ; 1899, 60, 816 ; AnndUn, 1891, 866, 
67, 118; 1892, 270, 880; Thorpe, Trans. Chem. Soc, 1900, 77, 928. 



THE METHOD OP WISLIOENUS 191 

— C(ONa)«=CH— = — CO.CHR— + NaI 

i + i 

I B 

and — qONa)-CE— = — CO.CF,— + NaI 

• « 

• + : 

I B 

It will be seen that the negative iodine unites with the positiye 
sodium and the positiye radical with the carbon which forms part 
of a negative group.^ It should be noted in passing that by substi- 
tuting pyridine for sodium ethozide as condensing agent^ the alkyl 
attaches itself to the oxygen and the isomeric enolic form is produced. 

The use of these methods for synthesising acids and ketones from 
aoetoacetic ester, and acids from malonic and cyanacetic ester, belongs 
to the elementary facts of organic chemistry and need not be dis- 
cussed in detail 

If, in place of an alkyl iodide, iodine is added to the alcoholic 
solution of the sodium compounds, polybasic acids may be obtained 
from aoetoacetic ester and malonic ester as follows : ' 

2CH3 . CO • CH, . COOC2H5 + 2C2H50Na + Ij 

Aeetoaoetio ester. 

CH3 • CO . CH . COOC0H5 

I + 2NaI + 2C2H5OH 

CH3 . CO . CH . COOCjHfi 

Diaeetosuccinic ester. 

aCHjCCOOCaHg)^ + 2CjH50Na + 1^ 

Malonic ester. 

CH(COOCaH5)2 
- I + 2NaI + 2C2H5OH 

CHCCOOCaHfi)^ 

Ethane tetraearboxylic ester. 

This method * has been used in the preparation of a cyclohexane 
derivative by acting upon the disodium compound of acetone dicar- 
boxylic ester with iodine. 

2C8H5OOC . CHNa . CO . CHNa . COOCaHg + 2Ij + 4C2H50Na 

CjHfiOOC.CHCO 

« G^UfiOC . HC/~\CH . COOC2H5 

C0t6 . COOC2H5 

Again, if a halogen derivative of a fatty ester like chloracetic ester 

1 This view is embodied in Michael's ' positive-negative' theory (see p. 114). 
* Harrow, AnnaUn, 1880, 201, 142 ; Biachoff and Rach, Ber.j 1884, 17, 2781. 
> V. Peohmann, Ber., 1897, 80, 2569, 
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is allowed to inieracty a yarieiy of polybasic acids may be prepared, 
which the following examples will serve to illustrate : ^ 

CHaCOCHjCOOCaHs CHaCOCHCOOCaHs 

+ NaOCjHg = I + NaCl + CjHgOH 

+ CICHaCOOCjHj CHjCOOCaHg 

Acotosuocinio ester. 

CHa(0OOC,Hfi), CHCCOOCjHj), 

+ NaOCaHfi = | + NaQ + C^HgOH 

+ ClCHjCOOCjHg CHjCOOCjHj 

Sthenyl tricarboxylic ester. 

Chloroformic ester is an exception to the general rule in producing 
mainly the enolic ester, 

^OCO.OCjHfi 

COOCjHfi 

Cyanacetic ester behaves in precisely the same way as malonic ester. 
To take one example, symmetrical dimethylsuccinic ester has been 
prepared as follows : * 

By the combined action of cyanacetic ester, «-bromopropionic ester, 
and sodium ethoxide, oyanomethyl succinic ester is first obtained. 

CN CHj CN CH3 



Njh. 



CH, + 



' Ar I 



BrCH +NaOaH5-CH CH +NaBr + C,H50H 

II II 

COOC2H5 COOCjHg COOCaHg COOC^Hj 

The substance is then boiled up with methyl iodide and sodium 

ethoxide, when the following change occurs : 

CN CH, CH3 CH3 

CH CH + CH3I + NaOCjHa - (CN)C CH +NaI + C2H60H 

COOC^Hg COOC2H5 CaHfiOOC COOC2H5 

Finally, the product is hydrolysed with hydrochloric acid, whereby 
the cyanogen group is converted into carboxyl and removed as carbon 
dioxide, yielding symmetrical dimethylsuccinic acid. 

The SyntlLesLi of Cyclic Ccmponnds (Perkin's Method). The 
formation of sodium compounds of 1 . 8 diketones, more especially 
of malonic and acetoacetic ester, has found a further important 
application in the production of cyclic compounds.' The subject 
can only be briefly outlined. 

* Bischoff and Bach, Annalen, 1882, 214, 38 ; 18SC, 234, 36 ; Conrad, Annabtif 
1877, 188, 218. 

* Bone and Sprankling, Trans. OienL Soc, 1899, 75, 839. 
^ W. H. Perkin, jun., i^., 1902, 85, 2091. 
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Ethylene bromide and sodium malonic ester give cyclopropane 
dicarboxylic ester. 

CHjBr XJOOCjHg 

I + CHa< + 2NaOCjH5 

CHaBr ^COOCgH^ 

CHjv vCOOCjHg 
-- I yK +2NaBr + 2C2H50H 

CH/ NjOOCgllg 

The product when hydrolysed gives the dibasic acid, and, on 
heating, the corresponding monobasic acid. 

In a precisely similar fashion trimethylene bromide, pentamethy- 
lene bromide, and o-xylylene bromide haye been converted into cyclic 
compounds having the following structure : 

CH2 H2C CHji 

CH^/\qCOOC,H,), CH,/~Nc(C0OCaH6), 

CH2 H2C CH2 

C,H«<(^C0O0jH.), 

From each of these the corresponding di- and mono-basic acids 
have been prepared. 

Cyclic formation may also be effected in the following way; 
ethylene chloride^ malonic ester, and sodium ethozide yield, in 
addition to the cyclopropane compound already described, an open- 
chain ester. 

CHjCl CHo(COOC.H.), CH,.CH(COOC.Hj)j 

I + + 2NaOC,H8 - I + 2Naa 

CH^Cl CH,(COOC,Ha), CH,. CHCCOOCjHj), 

If this butane tetracarboxylic ester is converted into the disodium 
compound and then treated with bromine or iodine, ring formation 
occurs. 

CHj . CNa(COOC,Hj)j ' CH,— C((X)OC,Hj), 

I -t-Brj,- I I +2NaBr 

CH, . CNa(C00C,H5), CH,— C(COOCjHs), 

In place of ethylene chloride trimethylene bromide may be used 
when cyclopentane tetracarboxylic ester is formed. 



X!H, . CH((X)OC,Hj), >CH,-C(COOCjHj), 

<5h, -♦ (5h, 

NjH, . CH(C00C,H5)a \3Hj-C(C00C,Hi), 



PT. I 
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Furthermore, by introducing methylene iodide in place of iodine 
in the last reaction, a cyclohexane derivative is obtained. 

yCHa . CNa(COOC2H5)2 XJH^— C(COOC2H5)2 

CHa +CH2la = CH2 NcHg +2NaI 

^CHjj . CNa(COOC2H5)2 ^CHa— C(COOC2H5)2 

Each of these tetracarboxylic esters may be converted into dicarb« 
oxylic acids by the usual process of hydrolysis and heating. 

The above series of reactions when applied to acetoacetic ester, 
benzoylacetic ester, or acetone dicarboxylic ester gives a somewliat 
different result. 

Ethylene bromide, acetoacetic ester, and sodium ethoxide yield 
not only acetylcyclopropane carboxylic ester, in which the action 
proceeds normally as in the 'case of malonic ester, but the enolic 
form of acetoacetic ester also comes into play, giving an inner ether, 
methyldehydropentone carboxylic ester. 

CHjv XJO . CH3 CH2— 0— C . CH3 

I X I II 

CH/ XIOOC2H5 CH2 C.COOCgHc 

Acetylcyclopropane Methyldehydropentone 

carboxylic ester. carboxylic ester. 

In the case of trimethylene bromide, the second reaction proceeds 
to the complete exclusion of the first On hydrolysis of the above 
esters, the acid, which is formed, loses carbon dioxide on heating and 
gives the following products : 

CH2\ Cji2 — — C . CII3 
I >CH.C0.CH3 I II 

CB/ CH2 CH 

SemoTal of S^drogen Chloride. Many halogen comjMunds 
condense directly with other organic compounds on heating, with 
the elimination of hydrogen chloride. Benzyl cyanide and fluorene 
unite in this way with b^nzophenone dichloride : 






^CHj + CljOC = >C:C!< +2KCI 






H, + C1,C< =1 >C:CK +2HC1 

Carbonyl chloride combines with dimethylaniline, 

X3eH«N(CH3), 
COCl. + 2CeHjN(CH3), - C0< + 2HC1 

\C,H,N(CH3), 
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and benzotrichloride forms a derivative of triphenylmethane with 

phenols. 

/CeH.OH 
CgHjCCL + 2C,H50H = C[GG-C,H..OH + 2HC1 

^CeH« 

Seimer-TiAiiianii Seaeiion.^ In this reaction chloroform and 
carbon tetrachloride unite with phenols in presence of caustic soda 
solution or sodium ethoxide, giving hydroxyaldehydes in the first 
case and hydroxy acids in the second. 

With ordinary phenol a mixture of o- and j>-hydroxybenzaldehyde 

are formed. 

/ONa 
CcH^OII + CHCI3 + 4NaOH = CeHZ + 8NaCl + SUfi 

\CHO 

With ordinaiy phenol and carbon tetrachloride, the jp-compound 

is the main product. 

>0H 
C0H5OH + CCI4 + 5NaOH - CeB^<( + 4NaCl + SH^O 

\COONa 

The FriecM-Chrafts &0aotiott. The reaction, discovei-ed in 1877 
by Friedel and Crafts,* in which anhydrous aluminium or ferric 
chloride are the active agents, has had an extraordinarily wide and 
varied application in organic synthesis. It is connected more 
particularly with the union of aromatic hydrocarbons and their 
derivatives with a variety of other organic compounds, such as alkyl 
halides, acid chlorides, &c. Hydroxyl and amino groups, if present 
in the nucleus, must be protected by converting the former into an 
ether and the latter into an acetyl derivative. Nitro compounds do 
not react. 

Hffdrooarbons can be obtained by combining an alkyl halide, e. g. 
methyl chloride, with benzene in presence of anhydrous aluminium 
chloride, when a vigorous evolution of hydrogen chloride occurs and 
toluene is formed. 

CeHfl + CH3C1[ + AICI3] = CeH^ . CH, + HCl 

Ketones can be prepared in the same way by using an aromatic 
hydrocarbon and an acid chloride. Benzene and acetyl chloride give 
acetophenone. 

CeH« + CH3 . C0C1[ + AICI3] = CeHfi . CO . CH3 + HCl 

According to Y. Meyer' a second acetyl group can only be intro- 

* Ber. 1876 1285 

* Omipt n»v7./l877/84, 1892; Ann, Chim. Phys^ 1884, 'fi), 1, G06. 
s Ber., 1896, 20, 847, 1413, 2568. 

o 2 
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duced if both lie between two ortho methyl groups as in mesit jlena 
If, in place of acetyl chloride, chloracetyl chloride is substituted, 
a third radical is readily introduced.^ 
Carbonyl chloride and benzene react in a similar manner. 

2CeH« + COCl j; + AlCy = CeHg . CX) . CeH^ + 2H01 

Aldehydes have been obtained by uniting an aromatic hydrocarbon 
with a mixture of carbon monoxide and hydrogen chloride in 
presence of dry cuprous chloride and aluminium chloride,' 

p-Tolylaldehydo has been prepared from toluene. 

CeHg • CH3 + HCl . CO = C^H^C ' + HCl 

\CHO 

A better method was subsequently found for obtaining the alde- 
'-hydes of phenols and phenol ethers by the use of the compound of 
hydrogen chloride and hydrogen cyanide. HCN. HCl is prepared 
in situ by passing the mixed gases into the phenol ether and 
aluminium chloride. The imino>compound, which is formed, is 
acidified with hydrochloric acid and distilled in steam, when the 
aldehyde passes over. 

CeH50CH3 + ClCH:NH[ + Aia3]«CeH4<C "^ +HC1 

XJH : NH 

.OCH3 X)CH3 

CeH,< + H,0 - CeH / + NH, 

XIH : NH N3H0 

Aldaximes are obtained by combining chlorofonnaldoxime with 

phenols* or aromatic hydrocarbons with mercury fulminate,^ the 

first reaction taking place as follows : 

/OH 
CeHfiOH + aCH : NOH = C^rZ + HCl 

\CH : NOH 

and the second, in presence of a little aluminium hydrate^ according 
to the following equation, which giyes a yield of seventy per eent* 
of syn-aldoxime : 

CeHe + C : NOH = C^UfiU : NOH 

From both compounds aldehydes are readily obtained^ by 
hydrolysis. 
Acids can be prepared either by the action of carbonyl chloride in 

' Ber,\ 1901, 84, 1826. 

• Gattermann and Kocli, B«r., 1897, 80, 1622 ; Antuaetif 1906, 847, 847 ; 1907, 
867, 818. 

> Scholl, Ber., 1901, 84, lUl. 

« SchoU, Btr., 1899, 82, 8498 ; 1908, 86, 10, 822. 
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the proportion required to give the acid chloride, which is then 
hydrolysed, 

CeHe + COClaC + AlCls] -> CflHsCOCl -*> CeHsCOOH 

or by the action of chloroformamide, which is obtained by heating 
cyanurio acid in a current of hydrogen chloride, the vapours being 
then passed directly into the hydrocarbon containing aluminium 
chloride. The amide of the acid is finally hydrolysed. 

CeHe + ClCONHgC + AICI3] = CoHgCONHa + HCl 

Vorlftnder ' has succeeded in condensing benzene with cyanogen, 

CeHe + (CN)2 = CeH.qCN) : NH 

which yields benzoyl cyanide on hydrolysis. 

Aluminium chloride has also been used by Kipping' for effecting 
internal condensation in the case of phenylpropionyl chloride and 
phenylvaleryl chloride, in which ring formation occurs, the first 
giving rise to hydrindone, and the second to benzocydo-heptanone.' 

CeH5.CHj.OHa.COCl -> CeH4<f)>0Hj 

CO 

CH2 C Hg 
CqH5 . CH2 • CHj . CH2 • CH2 • COCl — > CgH^^ yCHj 



% 



30rcH 



2 



Combes/ by acting on butyryl chloride with aluminium chloride, 
obtained a cyclohexane derivative. 

CO CH.C2H5 

SCaH^COCl -> C2H5.HC/ \C0 

CCTlDH . CaHg 

In most of the foregoing reactions a halogen compound is used in 
conjunction with the hydrocarbon, and hydrogen chloride is evolved. 
But aluminium chloride can also act as a condensing agent by virtue 
of ^ its dehydrating 'action, and in other ways. Thus, phthalio 
anhydride and benzene condense to o-benzoylbenzoic acid : ^ 

yCOv XOOH 

O.H.<;^.O.Hi.A.O..].O.H.<;^^^_^ 



C"6 



^ Ber,, 1911, 44, 2455. * Tran», Cham. Soe,, 1894, 65, 484. 

* Kipping and Hall, Proe, Oiem. Soc.^ 1899, 15, 178. 

* CompL rwd,, 1894, U8, 1836. • Heller and SchOlke, Ber., 1908, 41, 8627. 
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Phenylcarbimide combines to form benzanilide, 

CeHe + CO : VC^UJi + AICI3] = C^K, . CO . NH . CflHg 

and sulphur dioxide produces benzene sulphinic acid. 

CeHe + 801 + AICI3] - CflHg . SO^H 

Reactions similar to the above can also be carried out with an- 
hydrous ferric chloride, and in spme cases^ as in the union of benzene 
with benzyl chloride, a minute quantity of zinc or copper in powder, 
or the aluminium*mercury couple, will effect condensation. 

C^He + CICH2 • CqHi^ bs CqH^ • CH2 • CqHi} + HCl 

Diphenyl methane. 

It should be pointed out that the aluminium chloride occasionally 
reverses the process of condensation, for Jacobeen^ has shown that if 
bexamethylbenzeno, to which a small quantity of aluminium chloride 
is added, is heated in a current of hydrogen chloride, methyl groups 
are successively detached, with the formation of penta-, tetra-, &c., 
methylbenzenes, and, finally, benzene. Another interesting fact 
connected with the reaction is the transference of methyl groups 
from one hydrocarbon to another under the influence of this reagent. 
Anschtttz and Immendorflf ' obtained from toluene both benzene and 
nh and i>-xylene. 

Various theories have been advanced to explain these curious 
changes. Friedel and Crafts assumed the formation of an intermediate 
compound, CeH5.Al2Cl5, which unites with the alkyl halide, 
regenerating aluminium chloride. 

C0H5 AI2CI5 + CjHftCl = C0H5 . CgH, + Allele 
This would represent the chloride as a true catalyst, in which 
a small quantity would be sufficient to bring about the union of an 
indefinite amount of the reacting mateiiuls. In practice, this is not 
usually the case^ for it is found that the amount of product increases 
approximately with the quantity of reagent. As Steele ' has pointed 
out, this fact does not necessarily preclude the action of the 
aluminium chloride as a catalyst, provided it can be shown that it 
forms a stable compound with the product The observations of 
Oustavson * and others seem to point in this direction. 

Ousiavson ' isolated a number of definite compounds of aluminium 
chloride and hydrocarbon, and aluminium chloride, alkyl halide and 
hydi*ocarbon (possessing such formulae as AljCl^ . 6CqHq, and with 
ethyl chloride AUCI,. . C^H3(C2H3)3 . GCgHq), which appear to act as 
catalysts. 

1 Ber.f 1885, 18, 339. > Ber., 1886, 18, C57. > 2\'aHS. Chenu Soc,, 1903, 83, 1490. 
* Coff^ rmd,, 1903, 136, 1065 ; 1905, 140, 910 ; J. W. Walker and Sponoer, 
Trans. Cftem. fioc., 1904, 86, 1106. * Ber,, 1878, 11, 2161. 
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More recently Menschutkin, Pfeiffer, and others have succeeded in preparing 
a variety of carbon compounds of metallic chlorides, which may, under appro- 
priate conditions, possess a similar function;^ Slator found that in the chlorina- 
tion of benzene in presence of stannic and feme chloride the velocity is 
proportional to the concentration of the catalyst. Godschmidt and Larsen 
have arrived at a similar result. From a study of the condensation of anisole 
with benzyl chloride they find the reaction to be unimoleoular, and that the 
aluminium chloride acts as a catalyst increasing the velocity in proportion to 
its concentration. Steele concludes from similar observations ' that the action 
of aluminium and ferric chlorides in inducing the Friedel-Crafts reaction differs 
from many cases of true catalysis only in the accident that these reagents 
combine with certain substances produced during the reaction, and are thus 
removed from the system '• There are thus two processes at work — an activating 
process produced by the co-ordination of the catalyst with the original compound 
and a retarding action caused by the withdrawal of the catalyst in combination 
with the product. Both processes seem to follow from the researches of Olivier 
and BO^eken on the interaction of p-bromobenzenesulphonyl chloride and 
benzene in that the aluminium chloride appears to be reactive only to the 
extent to which it is combined with the acid chloride, and part of the catalyst 
is removed in union with the product of the reaction. In spite of this fact the 
speed of the reaction is Increased by an excess of free aluminium chloride, and 
cannot therefore be ascribed entirely to the co-ordinated compound of the 
catalyst. 

Ullniann'g Method. Finely divided copper, although occasionally 
used in former years in place of silver, has recently been introduced 
by UUmann and received extensive and important applications as 
a condensing agent^ The metal can be prepared by adding zinc 
dust to a solution of copper sulphate and carefully washing and 
drying the precipitate, but the commercial copper-bronze or finely 
divided metal, prepared mechanically, is better. The method is gener- 
ally employed for removing halogens from the benzene nucleus. For 
example, iodobenzene is converted almost quantitatively at 230° into 
diphenyl; bromotoluene in the same way gives ditolyL Bromo- 
benzene and chloracetic ester when heated with finely divided copper 
to 180-200^ are converted into phenylacetic ester. The reaction, in 
certain cases at least, is catalytic. Ortho-chlorobenzoic acid reacts 
with glycocoll to form phenylglycine-o-carboxylic acid ; but the 
process is greatly accelerated by the addition of a minute quantity 
of copper powder. Similarly, a phenyl radical can be introduced 
into the amino group of amino acids and amides. By heating the 
potassium salt of anthranilic acid with bromobenzene and a little 
copper, phenylaminobenzoic acid is formed. 

CflHZ +BrC,H3 - CeH/ +KBr 

XIOOK \COOH 

Potassium anthranilate. Phenylaminobenzoic acid. 

1 Ber., 1901, 84, 2174, 8802 ; 1903, 86, 2888 ; 1904, S7, 853 ; 1905, 83, 729, 
8120 ; 1906, 89, 1691, 2211. Annalen, 1904, 882, 88 ; 1906, 860, S3. 
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Phenyl iodide will also react with sodium phenate when a trace 
of copper is present, although in its absence not one per cent, of 
diphenyl ether is produced. 

C.H^ONa + ICeHj - CeH^OCeH, + Nal 

The above examples have been selected to illustrate the varied 
application of the method, which has proved to possess considerable 
technical importance. 

SmiotaI of Car b o n Biozide. The well-known method of forming 
ketones by the distillation of calcium salts of organic acids has been 
utilised by J. Wislicenus ^ for the preparation of cyclic ketones by 
employing the calcium salts of dibasic acids. For this purpose, 
adipic,' pimelic, suberic,* azelaio and sebacio acids * have been used, 
giving cyclic ketones containing 5, 6, 7, 8 and 9 carbon atoms. 

GI12 1 CMj * dOOv Cli2 • Cii^v 

I Via - I >C0 + CaC03 

CHj . CHg . 000^ CH, . CU/ 

From these compounds the corresponding cydoparaffins may be 
obtained by reduction to the alcohol, conversion into the iodide^ and 
reduction of the iodide with zinc and acetic acid. 

CII2 • CHov OH2— CIijv Cxlj — CH2\ 

I >CHOH -^ I >CHI -> I >CHa 

CH2 . CH/ CHj— 0H2'^ CH2— CHj/ 

Gyolopdntanol. CydopenUne. 

The above method of distilling the calcium salts may be modified 
in certain cases with advantage by converting the dibasic acid into 
the anhydride and heating the latter.' The process of electrolysis 
may also effect condensation by removal of carbon dioxide and 
hydrogen. By way of illustration the following example may be 
taken, in which sodium ethyl succinate is converted into adipic ester. 

CH2 .COOCjHa CH2 . CHj . CXXWgHfi 

2 =1 +H2 + 2CO2 

CH2 . COONa(H) CH2 . CHj . COOC2H5 

The application of the method in this way to the synthesis of the 
higher dibasic acids was first used by Crum-Brown and Walker,* 



1 Annal$n, 1898, 876, 809. 

* Montemartini, Gcuu. chim, t'toZ., 1896, 26, 27S. 
> BIano« Cbmpt rend., 1907. 144, 1856. 

« Derlon, Ber., 1898, 81, 1962. 

* BUnc, Cvmpi. rewL, 1907, 144, 1856. 

* Annalen^ 1890, 261, 107 ; IVxmw. CA«m. Soc., 1896, 68, 1278. 
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and has since been studied by ▼. Miller,^ and v. HQler and Hofer, 
who electrolysed mixtures of organic and inorganic salts. 

The following examples may serve to illustrate the reactions : 

CH3 . CH, : COOK = CH;jCHaI + CO^ + 2K 

I Ik 

CHj . CH, : COONa « CH3 . CH^jNO^ + CO2 + 2Na 
NO, I Na 



CH, 



COOK CHj 

i 

COOK - CH2 +2CO2 + 2K 



CHj 

I 
OH, . COOC2H5 CH, . COOCjHj 

Hofer' afterwards electrolysed ketonic acids (pyruvic and levulinic) 
and obtained diketones. 



CH3 . CO . COO 
CH3.CO.COO 



K CH3 . CO 

I +2COj + 2K 
K CH, . CO 

Walker' found that by electrolysing sodium diethyl malonate two 
molecules link up to form the anhydride of tetraethylsuccinic acid, 
and Wohl and Schweitzer/ who submitted the sodium salt of acetal 
malonic aldehyde to the current^ obtained the acetal of adipic aldehyde. 

^HCOCjH^), CHg . CH(0CaH,)2 

- I +2CO2 + 2K 

OOK CHj . CHtOCjH ), 



Gfroifp 2. Condensaikm hp Addition. 

▲dditiTS Seactioiis. Benzene under certain conditions forms 
additive compounds with unsaturated hydrocarbons, as in the union 
of styrene with benzene, which combine, giving diphenylethane, 

C,H,CH : CHj + C^H, - (C^n^)^CU . CH, 

or in that of benzene with cinnamic acid, which in presence of sul- 
phuric acid yield diphenylpropionic acid, 

CeHfiCH : CH . COOH + CeH, - (C^Bf^^fiB. . CH^ . COOH 

The production of cyclic structures have been observed in the case 
of acetylene, which when passed over finely divided iron gives small 

> Ziit /. EUktfoehemi9, 1807, 4, 55 ; Bm, 1895, 28, 2427. 

s Ber,^ 1900, SS, 550. 

* IVwtw. Cktm. Soc, 1906, 87, 961. 

« Bfr., 1906, 88, 890. 



202 CHAIN AND RING FORMATION 

quantities of benzene ; ^ of bromoacetylene, which exposed to light 
undergoes a similar change, yielding tribromobenzene ; and of methyl- 
and dimethyl-acetylene, which in presence of strong sulphuric acid 
condense, forming respectively mesitylene and hexamethylbenzene. 
Dobner' has observed that vinylacrylic acid unites with itself, form- 
ing a ring compound of the formula 

CH^ . CH=CH . cii . coon 

I I 

CH2 . CH=CH . CH . COOH 

A vei*y interesting case of ring formation by addition is recorded 
by Perkin,' in which dibromodiallyl-malonic ester on treatment 
with alcoholic potash is converted into m-toluic acid, a reaction 
which probably occurs in the following way : 

yCO . OR CH,=C^CHv yB 
(CH,=CBr.CH2),C< -* >C< 

\CO.OR CH2=C=CH/ \cooh 

Dibromodiallyl-malonic ester. lutermediate product. 

Cxi3 • C CH 

-». HC/^'^C.COOH 

csnm 

m-Toluie acid. 

Miohaers Beaetion/ Michael has shown that the sodium com- 
pounds of acetoacetic ester and malonic ester are capable of forming 
additive compounds with unsaturated compounds of the geneitd 
formula : R . CH : CH X or R . C • C . X, in which R is a positive or 
negative organic radical, and X a strongly negative radical such as 
carbonyl, cyanogen, &c. The sodium attaches itself to the carbon 
atom linked to the negative group and the negative radical to the 
positive carbon group.. The first example studied by Michael was 
the condensation of sodium malonic ester (prepared by the action of 
metallic sodium or dry sodium ethoxide on the ester dissolved in 
ether) on cinnamic ester. The union takes place in the following way : 

CeH^CH : CH . COOCaH^ CeH^CH . CHNa . COOCjHg 

NaCH(COOC2H,)2 CH(COOC2H5)a 

> Moissan and Morueu, CompL rend,^ 1896, 122, 1240; see also Oon^. rentLf 
1900, 130, 1819, and Chem. OmtraZbL, 1902, 1, 77. 

2 Ber.j 1902, 36, 2129. 

' Trans, Chem, Soc,, 1907, 91, 816, 840, 848. 

* Michael, J. prakt, Chem,, 86, 851 ; 48, 395 ; 46, 65 ; 49, 20 ; Auwers, £«r., 
1S91, 24, 817, 2887 ; 1893, 26, 864 ; 1895. 28, 263 ; Ruhemann and Cuuninglon, 
Trans. Chem. Soc, 1898, 73, lOOC. 
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Acids liberate the iribasio eater which, by hydrolysis, can be con- 
verted into the dibasic j9-phenylglutaric acid, 

CeHft . CH . CHa . COOCjHj QjHg . CH . CH^ . COOH 

CHCCOOCjjHft)^ CHj . COOH 



Fumaric, maleic, aconitic, crotonic, citraconic, and itaconic esters, 
acetylene dicarboxylic and phenylpropiolic esters and benzylidene 
acetone, &c., behave in the same way, though there is a considerable 
difference in the rate of formation.^ 

The sodium compound of cyanaoetic ester resembles malonic ester * 
and has been utilized by Perkin ' for the synthesis of isocamphoronic 
acid. Dimethylglutaconic ester, when digested with an alcoholic 
solution of sodium cyanacetic ester, yields : 

C2H5OOC . CCCHa), . CH . CHNa . COOC2H5 

NC.CH.COOCgHg 

If the resulting ester is then hydrolysed, isocamphoronic acid ia 
obtained, which consequently has the formula : 

(CH3),C— CH— CHj. COOH 

I I 
HOOC CH2.COOH 

Isooamphoronio acid. 

The same condensation process has also been applied to the 
synthesis of cyclic compounds by Vorlftnder.* Benzylidene acetone 
combines with sodium malonic ester, forming phenyldihydroi-esorcylic 
ester,* 

COOC2H5 COOC^H^ 

/CH . COOCjjH^ CHO) 

CeHfi . CH<^ -> CeH, . HC<:^ ^CH^ + CaH^OH 

\CHj . CO . CH3 CflTlJO 

Intermediate additive Phenyldihydroreaorcylic ester, 

compounil. 

In the same way mesityl oxide may be conveiicd into dimethyl* 
diketocyclohexane, 

* Attvven, AfT., 1895, 28, 1181 ; Atmalm, 189C, 882, 147. 

* MQller, Compt, rend., 1892, 114, 1204; Koyes, £er., 1899, 82, 22S9. 
> Proc. Chem. Soe., 1900, 214. 

* Ber,, 1894, 27, 2058; Annalen, 1896, 294, 253. 

' In both these reactions tlie compound in the second stage undergoes tlie 
acetoacetlc estt^r condensation (set; p. 220). 
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{CU^)fi : CH . CO . CH3 (CH3)2C— CHa -CO 

+ -* 11 

IICNa(C00CaH5)a CH^OOC . CH— CO— CHj 

(CH3)jC— CH2— CO 

H2C— CO— CH, 

and Knoevenagel has prepared isoacetophorone in the same fashion, 
using sodium acetoacetic ester in place of sodium malonio ester. 
Knoevenagel * a]so found that diethylamine could replace sodium or 
sodium ethoxide in effecting condensations of this character. 

Budmer-Cnrtiiui Beaotion. This reaction yields in the first 
instance pyrazole deriratives, which, by loss of nitrogen, may be 
converted into true condensation products. A simple illustration of 
the reaction is furnished by the union of an aldehyde with diazo- 
methane, forming a ketone by elimination of nitrogen,' 

.N 



B.CH:0 + CHj/ 

\N 



R.CH-Ov R.CHv E.CO 

CHj— N^ CH/_ CH3 

Intermediate produota. 

A more interesting application of the method is the preparation of 
those pyrazole compounds which yield cyclopropane derivatives by 
loss of nitrogen. 

It is well known that acetylene combines directly with diazo- 
meihane, giving pyrazole,* 

CH CHj CH=CHv 

III + /\ = I >NH 

CH N=N CHrrrN ^ 



Acetylene dicarboxylic ester combines in a similar way with diazo- 
methane, the resulting product being pyrazole dicarboxylic ester. 
Now, if in place of acetylene or its dicarboxylic ester, esters of the 
define acids such as fumaric, maleic, and aconitic esters be substituted, 
pyrazole compounds are formed as before, but readily lose niti'ogen 
on heating, and the ring closes up and gives a cyclic compound. 

Fumaric ester and diazomethane react, giving cyclopropane dicarb- 
oxylic ester, as follows : 



* B«r. 



, 1904, 37, 4464. * Schlotterbeck, Ber., 1907, 40, 479. 

9 V. Pechmann, Bcr., 1898| 81, 2950. 
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CH, CH.COOCjHj CH,— CH . COOCjjHg 

N=N CH.COOCjHj N CH.COOCjHj 

N 

CH,— CH . COOCjHj 

.1 +Nj 

CH . COOOjHs 

If, in place of diazomethane, diazoaoetic ester is used, a cyclopro- 
pane tricarboxylic ester is formed.* 

▲dditUm of Hydrogen C^yanido. The addition of hydrogen 
cyanide to aldehydes and ketones giving cyanhydrins afiPords an 
extremely useful method for the preparation of hydroxy acids con- 
taining an additional carbon atom in the chain. The addition of this 
reagent is not restricted to the 00 group ; for it is found that in 
unsaturated ketones and acids containing the grouping 0:0.00 
hydrogen cyanide will attach itself by preference to the double bond, 
thus forming ketonic cyanides and ketonic acids.* Benzalmalonic 
ester combines as follows : 

<000,H5 XOOO2H5 

+ HON = OflH50H.CH< 
OOOaH^ I \oOOOaH5 

ON 

Qrgaao-motallio Oomponndfl. The extraordinary development 
which organic synthesis owes to the use of organo-metallic com- 
pounds has its origin in Frankland*s discovery of the zinc alkyl 
compounds. The preparation of these compounds need not be 
described. They are extremely unstable liquids which are charac- 
terised by their strong affinity foe either free or combined oxygen 
and for the halogens. It is on these properties that their manifold 
transformations depend. Paraffins may be derived from them either 
by the direct action of water,' of alkyl iodides, or of dihalogen com- 
pounds.* The foUovnng reactions illustrate each of the methods : 

Zn(0Ha)a + 2H2O - 20H4 + Zn(OH), 
Zn(OHa). + 2(0H3)30I - 2((m^fi + Znia 
Zn(0Ha)2 + OH3 . OOljj . OH3 = 0(0H3)4 + ZnOl^ 

^ Buehner and Ourtius, Ber., 1885, 18, 287. 

* Lapworth, Trans, Chem. Soc, 1903, 83, 996 ; 1904, 85, 1206, 1214 ; 1906, 89, 
945 ; Brest and Kallen, Annalm, 1896, 298, 888. 
> Frankland, Anndim, 1849, 71, 208 ; 1850,74, 41. 
« Friedel and Ladenburg, Annalen, 1867, 142, 816 ; Liwow, Zeita., 1871, 257. • 
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Sine Alkjl Condmmtioas (FnuilcUad's ISethod). The dis- 
covery by Frankland and Duppa ^ of the formation of a hydroxy acid 
from sdnc ethyl and oxalic ester prepared the way for new and 
unlooked-for synthetic uses of the sdnc alkyl compounds. If to one 
molecule of ester two molecules of zinc alkyl ai*e added and the 
product decomposed by water, diethylglycoUic ester is obtained. 
The following equations represent the course of the i*eaction : 

COOCaHa I .OZnCjH^j 

I + Zn(C,H,)a « C< 

COOC^Hg I ^OCgHg 

COOCjlIj 

C2H5 CjH-, 

I .OZilCjHa I yOZnCjHg /OCjH, 

C< + ZnCC^ns)^ - C< +Zri< 

|N)C,H5 I XH5 ^C^H, 

COOC2H5 COOCaHg 

CjH, . Cjflg 

OZnCaHj . | 

+ 2HjO « (HO)C . CjHj + Zn(OH), + CjHo 

COOC2H5 COOC2H5 

DiethylglycoUic ester. 

The same product was also prepared by heating a mixture of oxalic 
ester, alkyl iodide, and zinc' 

COOC2H5 (C^Hg)^ . CX) . ZnCjHj 

I + 4Zn + 4C2H5I « I + 2ZnI, 

COOCaH^ COOC2H5 /OCjHr, 

+ Zn<; 
(CaH,),CO . ZnCgH^ (C^ll,)fi{OB) ^C^H^ 

I +2IIjO= I + Zu(0H)4 + C.Hfl 

COOO2H5 COOC2H3 

This was followed by the researches of Wagner,' on the action of 
zinc alkyl on aldehydes, which led to the S3rnthesis of secondary 
alcohols ; of Saytzeff,^ who applied a similar reaction to the ketones 
and obtained tertiary alcohols ; of Butlerow/ who prepared alcohols 
from the acid chlorides ; of Freund,* who obtained ketones from the 



^ AfmaUn, 186S, 126, 109. 

> Frankland and Duppa, Anndten, 1863, 126, 109 ; 1868, 185, 26. 
' Armalen, 1876, 181, 261, « AtmaUnf 1877, 186, 151. 

^ Annalen, 1867, 144, 1. • AnnaUiiy 1861, 118, 8. 
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acid chlorides ; of Wagner, Saytzeff, and KannonikofiP/ who con- 
verted aliphatic esters into secondary and tertiary alcohols. The 
following examples illustrate the different types of reactions referred 
to. Aldehydes and zinc alkyls form secondary alcohols. Acetalde- 
hyde and zinc ethyl yield secondary butyl alcohol. 

H 

CH3CHO + ZnCCjHfi), = CH3 . C— OZnCaHg 

CaHg 
H H 

CII3 . C— OZnCjHs + 2H2O = CII3 . C— OH + ZnCOII)^ 4 CJIo 

C2H5 C2H5 

Secondary butyl alcohol. 

Formaldehyde gives primary alcohols by a similar series of changes, 
whereas ketones yield tertiary alcohols. 

Formaldehyde and zinc ethyl yield primary propyl alcohol, whilst 
acetone and zinc ethyl give tertiary amyl alcohol. 

HCHO + ZnCCaHs)^ = HCH . OZnCgHs 

I 
CjHg 

HCH . OZnCgHg + 2HaO - HCH{OH) + Zn{OH)j + C^He 

CgHj ^2^5 

Primary propyl alcohol. 
GH<| CHq CoHs 

I \> 

CO + ZiiCCjHj), - c. 

CH3 CH3 OZnCjHs ■ 

CH3 CjHj CH3 C„H. 

G +2H„0« C + Zn(0H)2 + C2H0 

/\ /\ 

CH3 OZnCgHg CH3 OH 

Tertiary amyl alcohol. 

Acid chlorides react with one and two molecules of zinc alkyl. 
Acetyl chloride and zinc ethyl form methylethyl ketone. 

» Annalm, 1875, 176, 851 ; 1877, 185, 129, 148, 1C9. 
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>ZnC,Hs 



<l JGl 

+ Zn(C^g), - CHj . CK' 

^n 

<U1 • OH* 

+ 2H,0 - CHj . C< i-v": + Zi»{OH)Cl + CjH, 
, OZnC,H, nO;Hi 

Methylethyl ketone. 

If the miermecliate product is allowed to react with a second 
molecule of zinc alkjl, a tertiary alcohol results. 

CII , . C< + ZnCCjHj), « CHj . C/ ' * + ZnCaCCjH^) 

I X)ZnCjH5 I M)ZnCjH, 

O2H5 GjHq 



1 \0ZnCaH5 + 2H,0 = CH3 . 0(0H) + Zn(OH), + C^H, 



Tertiary hezyl alcohol. 

With the esters a similar process occurs. Methyl formate and two 
molecules of zinc ethyl yield a secondary butyl alcohol. The reaction 
occurs in two steps. 

<0CH3 /OCH3 

HC< + ZnCCjHfi), « HC< + Zn< 

I X)ZnCjH5 I \OZnCjH5 ^CjjHs 

G2H5 ^^1^5 

C2H5 ^9^0 



■dl, - -1 



HC— OZnCjH. + 2HjO - HC . OH + Zn(OH), + CjH, 
\ I 

C2H5 ^2^5 

DiethylcarbinoL 

Other fatty esters like acetic ester will naturaUy yield tertiary 
alcohols by this process. 

Kagnesiiim Alkyl Condanaatioiui (Ovigiuufd's B^Mtioii). The 

use of magnesium in place of zinc for introducing radicals into 
organic compounds in the manner employed by Frankland and Duppa 



c^h\i'%^ '7/^^-vr 
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was first suggested in 1899 by Barbier,^ who converted methyl- 
heptenone into a tertiary alcohol by the action of methyl iodide in 
presence of magnesium. In the following year the study of the 
preparation and synthetic uses of magnesium alkyl compounds was 
taken up by Grignard, who published an account of his results in the 
Comptes rendm,^ Since then the reaction has been applied by himself 
and his collaborators, as well as by a host of other workers, in so 
many directions that it will be impossible to do more than indicate 
the nature of the main applications of this interesting and useful 
synthetic process. For a more complete account the references given 
in the footnote may be consulted.' 

Although the behaviour of the magnesium alkyl compounds will 
be seen to resemble in many respects that of the zinc alkyls, their 
greater reactivity, owing no doubt to the more electropositive 
character of the metal, as well as the convenience of their pi-epara- 
tioD, offer great advantages over the use of the zinc compounds. 
Moreover, aromatic halogen compounds, such as bromo- and iodo- 
benzene and toluene, may be used in addition to the alkyl halides. 

The method of preparation consists in adding to one atomic pro- 
portion of clean metallic magnesium wire, ribbon, or filmgSi 
suspended in perfectly dry ether, a molecular equivalent of the alkyl 
iodide or bromide (or phenyl or tolyl bromide), also dissolved in ether* 
The magnesium dissolves with evolution of heat, and a solution is 
usually obtained which contains the magnesium alkyl or aryl 
bromide or iodide. If methyl iodide is used, and, after the action 
is complete, the excess of ether is evaporated and the product heated 
tg 100-120^ in a vacuum to remove the last traces of solvent, the 
composition of the residue is found to correspond to a substance of 
the foimulae : 

MgCH3l.(C2H,)20 

The ether was regarded by Grignard as ether of crystallization, 
but Baeyer and Yilliger regarded it as part of a compound containing 
quadrivalent oxygen (I). Grignard afterwards adopted the viei^, but 
distributed the magnesium alkyl halide differently (II) P[ 

CAv /MgCHs C,H,. .Mgl 

C^H/ M C,H/ \CH3 

I. II. 

There are reasons for supposing that the ether plays an essential 

1 Cbmpt rend., 1899, 128, 110. ' Compt. rend., 1900, 130, 1822. 

> J. Sehmidt, Ahrons' rortrOife, 1906, 10, 68; A. MoKenzie, Brit. Ai$, BeportM^ 
1907, p. 278; Atner. Chem, Joum., 1906, 83, 818. 

PT. I P 
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part in the synthetic process to which the magnesium compound ia 
applied, but discussion of the mechanism of the reaction is reserved 
until some of its more important applications have been considered. 
Hffdrocarbons* The magnesium alkyl or aryl iodide is decomposed 
by water or alcohol, or indeed by any compound which contains 
a hydroxy! group, giving a hydrocarbon. 

RMgl + HjO - R. H + MgI(OH) 
RMgl + C^H^OH = R . H + MfeI{0CjH5) 

The method has been applied to the estimation of hydroxyl groups 
in organic compounds.^ Ammonia and primary amines react in the 
same way by giving up hydrogen to the radical and entering into 
union with the magnesium halide. 

RMgl + R^NHa = R . H + R^NHMgl 

A methyl group may be introduced into an aromatic hydrocarbon 
by employing the aryl magnesium bromide in conjunction with 
methyl sulphate (Werner and Zilkens). 

CH3 . CeH^MgBr + {CU^)^^ = CttH^COHa)^ + CH3 . SO^MgBr 

Akohols may be obtained from aldehydes, ketones, acid chlorides. 

esters, &c., by methods which offer a close analogy to the zinc alkyl 

reactions. 

H 

R.CHO + R^MgBr -^ RC-OMgEr + H^O -^ R.CH(OH).Ri 

Aldehyde. Secondary alcohol. 

Primary alcohols can be obtained from formaldehyde, or more 
conveniently from its polymeric form, trioxymethylene| They have 
also been prepared from ethylene oxide and ethylene chlorhydrin 
(Blaise). In the first cose the action takes place by cleavage of the 
ring: 

I *\o + Mg/ « R . CHj . CHj^OMgBr -^ R . CHjCH.OH 
CH/ \Br 

In the second case it occurs in two phases, ^the hydroxyl group being 
first attacked and then the halogen, on addition of a second molecule 
of reagent 

^ Hibbert and Sudborough, 2>Yiiif. Ch$m, Soc, 1904. 86, 038 : ZerewitinolT, Ber,. 
1907,40,2028. 
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EMgBr + CHjCI . CHgOH = EH + CHjCl . CHjOMgBr 
B»MgBr + CH,a . CHjOMgBr - B»CHa . CH, . OMgBr 

Tertiary alcohols are readily prepared from ketones, esters, and 
acid chlorides. 

>CO + RiMgBr -* R.C^OMgBr -> R.C<^(OH) 
R^ \r \ri 

The process may be applied to cyclic ketones, ketonic acids, di- 
ketones, and quinones. In the last two cases the reaction may be 
regulated so that either one or both ketone groups are involved. It 
is an interesting fact that a tautomeric ketonic ester, such as aceto- 
acetic ester, reacts in the enol form, that is, forms an additive 
compound with the reagent, which is decomposed by water and the 
ester regenerated. If alkyl groups are introduced, the ester then 
behaves as a ketone. This I'eaction has been applied to the formation 
of cyclic compounds by Zelinsky and Moser^ in the following 
ingenious way, from «^acetobutyl iodide. 

CH3.CO I CH3.CO Mgf CHgC.OMgl 

Hjjd 'CHa HjC 'cHa H^C 'cila 

01X3 . C(OH) 
-> HaC/^CHg 

HmC ch.> 



i^v VXA2 



Esters react as follows: 

<0 /OMgBr 

+ RiMgBr « R . CC-OC2H5 
OC2H5 \ri 

yOMgBr yOMgBr 

R . C^OOaHg + R=^MgBv = R . C^R^ + MgBr . OaH. 
\Ri \ri 

yOMgBr . /R« 

R. C^Ra + H2O = R. (X^(OH) + MgBr . OH 

In the case of dibasic esters, both ester groups will react, forming 
glycols. If formic ester is used, a secondary alcohol results. 

Acid chlorides react, as in the case of the zinc alkyl compounds, in 
two phases, giving ketones in the first and tertiary alcohols in the 
second. Carbonyl chloride behaves in a similar fashion : 



1 Ber,j 1902, 86, 2684. 

p 2 
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COCI2 + 8RMgBr := CR,OMgBr + MgCI, + MgBr, 
CR^OMgBr + H2O = R8C(0H)+ Mg(OH)Br 

Anhydrides and lactones also give tertiary alcohols. 

It frequently happens that, in the reactions with aldehydes and 
ketones, an unsaturated hydrocarbon appears in place of the alcohol. 
This must be ascribed to a secondary process (whereby water is 
eliminated), which it is often possible to promote or prevent by 
modifying the conditiona Acetophenone, for example, may be 
made to yield the unsaturated hydrocarbon in place of the alcohol by 
raising the temperature at the end of the process. 

CeHjy 

>C : CHj 

ch/ 

a-MethylstyroDe. 

Aldehydes. Quite a number of methods have been elaborated for 
producing aldehydes, of which the following are the most important 
By the use of dimethylformamide the following changes occur 
(Bouveault) : 

H0O.NBRi + R«MgI -♦ HCR«(OMgI)NRRi + H^O 

-^ R«CHO + NHRRi + Mg(OH)I 

Under ordinary conditions the effect of the Grignard reagent on 
formic ester is to give a secondary alcohol, but Gattermann found that 
by using three molecules of ester and keeping the temperature low, 
the aldehyde is foimed (Gattermann). 

HCO . OC2H5 + RMgBr - RCHO + MgBrOCaHj 

Orthoformic ester may also be used (Boudroux). 

CH(OC8H6)3 + RMgBr = RCHCOCaHg)^ + MgBrOCaHj 
RCHlOCaHg)^ + HjO - RCHO + 2C2H5OH 

Gattermann introduced ethoxymethylene aniline in place of ethyl 
formate, the reaction taking place as follows : 

CeHfiN : CH . OCjHg + RMgBr - CeHgN : CHR + C^HgOMgRr 
CfiHfiN : CHR + HgO « R . CHO + CeHgNH, 

Another method which also yields aldehydes is that of Sachs and 
Loevy in which isocyanides are used. 

EN :C + B»MgBr - BN : C< 

^MgBr 

EN : Ckf + H,0 - EN : CHB» + HgBi(OH) 

\MgBr 

BN : CHB» + H,0 - BNH, + CHO . B» 
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Ketones can be prepared from cyanogen, cyanides, and amides. 

^NMgl 
(CN)2 + RMgl - NC . C< 

\B 

.NMgl ^NMgl 

NO . or + RMgl = ROf + Mg(ON)I 

\b \r 

J^Mgl 
R.Or +2HijO = R.0O.R+MgI(OH) + NHs 



In the same way, 

RCN+B'MgBr -» RO/ "" +2H2O 



>^MgBr 



= R . CO. Ri + Mg(OH)Br + NH3 

Ketonic esters may be obtained by the same process from cyanogen 
esters. Gyanacetic ester, for example, with magnesium methyl iodide 
yields acetoacetic ester (Blaise). 

The action upon amides is represented as follows : 

yOMgl 
R . CONH2 + 2MgR»I = R . C^NHMgl + ffH 

\ri 

R . C(OMgIKNHMgI)Ri + 2H,0 = R . qOHKNl!2)Ri 

+ Mgl2 + Mg(0H)a 

The last product loses ammonia and gives the ketone. 

Acids and Esters. Acids are obtained by passing carbon dioxide 
into the ethereal solution of the magnesium alkyl compound and 
decomposing the product with water or sulphuric acid, or, if the 
sodium salt is required, with sodium hydroxide solution (Grignard). 

/OMgBr H,0 ^/OH 

RMgBr + CO^ -> ^-^X^ "* ^'^Xr. +MgBr(OH) 

If the intermediate compound is further acted upon by two mole- 
cules of magnesium alkyl halide, and the product decomposed with 
water, a tertiary alcohol is formed. 

R . CO . OMgBr + 2RiMgBr = CRR^Ri . OMgBr + (MgBr)aO 

-♦ CRR^ffOH + MgBKOH) 

By using chloroformic ester with the Grignard reagent, esters are 
obtained (Houben). 

R . MgBr + CI . COOCjHs « R . COOC2H5 + MgClBr 
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The reaction may proceed to a second phase, yielding a tertiary 
alcohol, as already explained (p. 211). 

Carbonic esters may also be used in the preparation of esters 
(Tschitschibabin). 

RMgBr + COCOCjHs)^ = RCCOMgErXOCall^), 
RqOMgBrXOCjHg), + H,0 = R . COOCaH^ + C^HjOH + MgBr(OH) 

Ortho-carbonic ester reacts in a similar manner. 

RMgBr + qOC,H,)4 = R . qOC^H,), + MgBr(OC,H,) 
RMgBr + R . OCOCaHj)^ « BfiiOC^U^)^ + MgBrtOCaH^) 

In this case an acetal is formed. 

Sulphur Acids. Sulphur dioxide reacts like carbon dioxide and 
forms sulphinic acids (Rosenheim and Singer). 

RMgBr +SO4 -♦ R.SOjMgBr -♦ R . SO^H + MgBr(OH) 

The same product is obtained from sulphuryl chloride (Oddo). 

RMgBr + SOjCl, = R , SO^a + MgClBr 
R . SO2CI + RMgBr - R . SOjMgBr + RCl 
R . SOgMgBr + H,0 - R . SOjjH + MgBr(OH) 

Carbithionic acids are formed by the action of carbon bisulphide on 
the reagent in the same way as the carboxylic acids by the use of 
carbon dioxide (Houben). 

Amides of the aromatic series may be obtained from aryl carb- 
imides (Blaise). 

<OMgI n.O 
^ C^H^NHCOR 
R 

+ MgI(OH) 

Similar products are obtained by forming the magnesium compound 
of a primary aromatic amine, RNHMgl, and acting upon it with the 
ester of a monobasic acid (Bodroux). 

2RNHMgI + R1C00R2 - MgI(0R>2) + R^ . C(NHR)jjOMgI 
R» . qNHR)j . OMgl + HCl = RNH^ + RiCONHR + MglCl 

If, in place of a monobasic ester, ethyl carbonate is substituted, a 
urethane is formed (Bodroux). 

2RNHMgI + CO(OCaH Jj = (RNH)2C(OC2H5) . OMgl + Mgl . OCjHg 
(RNH)jqOCaH5) . OMgl + H^O 

^ RNH . COOC2H5 + RNHjj + MgI(OH) 
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Thioanilides are obtained by substituting mustard oils for the car- 
bimides in the above reaction (Sachs and Loeyy). 

Hydroxylamine Derivatives, Both nitric oxide and nitrogen peroxide 
react with the Grignard reagent, the former giving nitroso hydro* 
xylamines and the latter dialkyl hydroxylamines (Wieland). 

/OMgBr .OH 

ON.N< -♦ ON.N<; 

\r ^B 

The mechanism of the second reaction has not been explained, but 
is no doubt due to partial reduction of the peroxide by the reagent. 
Hydroxylamine derivatives may also be obtained from amyl nitrite as 
follows : 

ON . OCflHu + 2MgIB = NRR . OMgl + CgHnOMgl 
NEB . OMgl + HjjO -= N(B)jOH + Mgl(OH) 

Diaeoamino-compaunds. Aliphatic as well as aromatic diazoamino- 
compounds can be prepared from alkyl and aryl azides.^ 

MgBr 
BNO+BiMgBr^BN.NrNB, -> BNH . N : N . Bj + MgBrfOH) 

Additive Compounds. Eohler' has made a careful study of the 
action of the Grignard reagent on the unsaturated aldehydes and 
ketones containing the group C : G . GB : 0. Several reactions are 
possible. Addition may occur at the double bond or with the ketone 
or aldehyde group, or again, following Thiele's rule (p. 183), in the 1 • 4 
position. All these effects have been observed and are found to 
depend upon the nature of the attached radicals and may be summa- 
rized as follows : 

1. In aldehydes and ketones in which B is hydrogen or an alkyl 
group, a normal reaction with the CO group takes place, with the 
formation of a tertiary alcohol. 

• 2. If the attached radical is aromatic, addition occurs in position 
1 . 4, and a ketone is formed, as in the case of cinnamylphenyl 
ketone. 

CeHfiCH : CH . CO . CeH^ + CeHjMgBr 

« CcH,CH(CeH5). CH : C(0MgBr)CeH5 

-^ CeHgCHCC.HJ.CHa.CO.CeHa 

* D!mroth» Ber., 1906, 89, 89eS. 

s Anwr, Chem. Joum., 1905, 88, 158, 888 ; 84, 1S2. 
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8. If the ftttached radical is an alkyl-oxy group, that is, if the 
compound is an unsaturated ester, addition either takes place as in 
(2) or the a]kyl-oxy group is replaced hy the radical of the reagent. 
The former occurs with an aryl magnesium halide, and the latter 
with an alkyl compound. 

For example, phenylclnnamic ester reacts as follows with phenyl 
magnesium bromide : 

CcHsCH : CCCcH^) . COOCaH^ + MgBrC^Hj 

-•^ CcH,CH . qCcIIs) : CO . OR 

CcHg MgBr 

CoHgCHCCeH^) . CCCflHg) : COR(OMgBr) + HCl 

= (C^H^JaCH . CH(CeH5) . COOR + MgBrCl 

Additive compounds are also formed with unsaturated nitrogen 
compounds such as benzylidene aniline, 

CcHfiN : CH . X^.U, + MgCHal = CeH^NlMgl) . GIl(GB^) . CeH^ 

which yields the secondary amine on decomposition with water 
(Busch). Oximes behave similarly, the radical attaching itself to the 
unsaturated carbon and the magnesium halide to the niti-ogen. 
Triazo-compounds also react by cleavage of the nitrogen ring, followed 
by the formation of diazoamino-compounds (Dimroth). 

RN< 11+ R^Mgl = RN(MgI)N : NR^ 

\n 

RN{MgI)N : NR^ + H^O = RNH . N : NR^ + Mgl(OH) 

The reaction may be applied indifferently to the preparation of both 
aliphatic and aromatic compounds. 

This does not exhaust the many changes which may be rung on the 
reaction, but the above examples will serve to illustrate the general 
character of the process. It will be seen that, apart from the simplicity 
and convenience of the method, the magnesium compounds are much 
more reactive than the zinc alkyls, and their combination may be 
effected with nitrogen much in the same way as with oxygen, thereby 
increasing the range of their application. It should be observed that 
the metal alwa]^ attaches itself to the more electronegative element 
(0 and N), either by adding itself to the latter if unsaturated, or by 
replacing the hydrogen when combined as hydroxyl or amino groups. 
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It has been suggested by Tschelinzeff ^ that the ether which appears 
to form a compound with the magnesium alkyl halide acts catalyti- 
cally at low temperatures, for although interaction between the magne- 
sium and alkyl halide takes place in benzene or xylene, it is necessary 
to boil the liquid, whereas the presence of a little ethyl or amyl ether 
or anisole (methylphenyl ether) causes combination at the ordinary 
temperature. He considers the effect of the ether is to dissociate the 
alkyl halide by forming the oxonium compound, thus assisting union 
with the metal : 

Tertiary amines such as dimethylaniline may replace ether as the 
catalyst, and their reaction is explained in a similar way by the 
disruption of the alkyl halide B^X from the quinquevalent compound. 

(R)3N< 

A further examination of the ether compounds of the alkyl magne- 
sium halide has shown that the latter unites with two molecules of 
ether, corresponding thus to Zelinsky's compound with magnesium 
iodide Mgl^ . 2(C2H5)20. The evidence for this was given by 
Tschelinzeff, who showed that on adding ether to a benzene solution 
of magnesium alkyl iodide, equal quantities of heat are evolved for 
each of the first two molecular proportions of ether added. 

Befbrmatslcy's Beaotion. A reaction which may be regarded as 
a modification of Frankland's and Grignard's was first suggested by 
Fittig and Daimler.' They attempted to combine chloracetic ester 
with oxalic ester in presence of zinc, in the expectation of obtaining 
a product similar to that of Frankland, in which the acetic ester group 
would play the part of an alkyl radical. The reaction, however, gave 
instead ketipic (keto-adipic) ester. 

CO . CHj . COOC2H5 



A 



O . CHa . COOCjHj 

Ketipio ester. 

Seformatsky' was afterwards more successful, and obtained a 
/3-hydroxy-isovaleric ester from acetone, iodoacetic ester and zinc 

» Ikr,, 1904, 37, 2084. « Ber., 1887, 20, 203. 

• Ber.f 1887, 20, 1210; 1895, 28, 24C8, 2688. 
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CH3 CH, OZnl 

OXX3 01X2 • 



\ 

CO + CHJ . COOR + Zn -► C + H^O 



CH3 CH3 CHj.COOR 

CH3 

5^ 0(OH).CHj.COOR + ZnI(OH) 

CH3 

Lapworth has shown that the ester group behaves ia the manner 
of a ketone group, and has succeeded in condensing oxalic ester with 
bromacetic ester, and also two molecules of bromacetic ester with 
zinc or magnesium, with the object of throwing light on the aceto- 
acetic ester synthesis, to be presently discussed. 

CjHgOOC . COOCjHa + BrCH, . COOCjH^ + Zn 

/OZnBr 
- CjHgOOC . C^CH, . COOR 

^OC,H, 

--* C2H5OOC . CO . CHjj . cooc^n. 

Oxaloacetic ester. 

Bi-CHg . COOC2H5 + BrCHj . COOCjHg + Zn 

^OZnBr H.0 

\OC,H,, 

Bromacetoaceiic ester. 



BrCHj.C-CHj.COOCjHB -♦ BrCHj. CO.CHj.COOC^Hs 



The reaction has since been used for the synthesis of citric acid by 
Lawrence,^ <?^camphoronic acid by Perkin ' and by others for similar 
condensations (see Part III, p. 285). 

In the first case, union is effected between bromacetic ester and 
oxaloacetic ester, and proceeds as follows : 

CHgBr CO . COOCJI5 

I +1 4Zn 

COOC2H5 CH, . COOCjHj 

CgHflOOC . CHa . C(OZnBr) . COOC^H^ 

+ H,0 



CHj . COOCjHb 
- C2H5OOC . CHa . qOH) . COOCjHfi + Zn(0H)Br 

CHj . COOC2H5 

Citric ester. 
« yvana. Chem. Soc, 1807, 71, 467. « Trans. Chem. Soc, 1897, 71, 1175. 
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In the second synthesis, ot-bromoisobutyric ester and acetoacetic 
ester or bromacetic ester and dimethylacetoacetic ester in presence of 
zinc were first combined, giving hydroxytrimethylglutaric ester. 

(CHj), . C-qOH)-CHj 

1 I I 

CjHgOOC CH3 COOCgHj 

The compound was then acted on with phosphorus pentachloride 
and converted into chlorotrimethylglutaric ester. On boiling with 
alcoholic potassium cyanide^ cyanotrimethylglutaric ester is formed, 
and, finally, on hydrolysing with hydrochloric acid, (R-camphoronic 
acid. 



i 



(CH8)jC-CCl— CHg (CHs)»C-C(CN).CH 

III -* III 

CjHgOOC CHj COOCjHs CjHsOOC CH3 COOCssH, 

Chlorotrimethylglutaric ester. CyaDotrimethylglutaric ester. 

(CHs)sC- qCHj)— CH, 

-* II I 

HOOC COOH COOH 

dl-Camphoronic acid. 

Magnesium has been used in place of zinc in the above reaction.^ 

Wallach ' has utilised the reaction for introducing unsaturated side- 
chains into cyclic ketones. Sabinaketone can be converted into 
sabinene in the following way : 

OH CH2 . COOC.Hj 
CO c 

HCiC^CHa 

+ CH2Br.COOC2H5 
CH2 + Zn H^C 



A 



C +H2O 




CH 

GXI3 CII3 0x13 CI13 

Sabinaketona. 

The latter, when heated with acetic anhydride^ loses carbon 
dioxide and alcohol and gives : 

1 Zelinsky and Outt, Ber., 1902, 86, 2140. 
3 Annalen, 1908, 860, 26 ^ 1909, 866, 256. 
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CH3 CH3 

Sabineno. 

An example of ring formation is recorded by Reformataky,' who 
obtained trimesic ester by condensing formic ester with chloracetio 
ester and zinc. 

3C2H,OCH(OZnCl)CHo . COOC2H5 = SC^HfiOH + 8Zn(0H)Cl 

HC C.COOC2H5 

+ CaH.OOC . C^ %CH 

mf^ . COOC2H5 

The Acetoaoetio Sster Condensation (Union of— 0000^^.^ + 
OH2 . COOC2H5). The discovery of acetoacetic ester carries us back to 
the year 1868, when Geuther,* who held the view that acetic acid 
contains two hydrogen atoms replaceable by metals, sought to replace 
the second hydrogen atom in ethyl acetate (since it could not be 
effected with sodium acetate) by means of metallic sodium. «- 

He observed the evolution of hydrogen,' the formation of sodium 
ethoxide, and the production of a crystalline sodium compound of the 
formula GgHgNaOj. From the sodium compound, by the addition of 
an acid, a liquid was isolated which, though neutral to litmus, formed 
salts with metallic bases. He found, moi*eover, that the sodium of 
the sodium compound reacts with alkyl iodides and forms a series of 
alkyl ethers. These facts led Geuther to name the new compound 
ethtfldiacetic acid^ and to represent it by the formula : 

CH3 . qOH) : CH . COOC2H5 

1 J, russ. phys. chetn. (7m., 1898, 80, 280. * Jahreib.^ 1868, 328. 

' It was Bubsequenily found that when ethyl acetate ia pure, little, if any, 
hydrogen is evolved, but according to Oppenheim and Precht {Ber,, 1877, 0, 820) 
it is used in conjunction with sodium to convert some of the acetic ester into 
sodium ethoxide. 

CH, .CO Na + H, CH, . CH, . ONa 

I + « + 

CH, . CH, . O Na CH, . CH, . ONa 
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The formation of the sodium salt was represented by the equation : 

2CjHsO . C2H5O + Nag = Hj + C^HjONa + CsHjNaOa 

Whilst this research was in progress Frankland and Duppa were 
studying the action of alkyl iodides on oxalic ester in presence of zinc. 
In extending their investigations to, ethyl acetate, the zinc was 
replaced by the more energetic metal, sodium, and, during the solu- 
tion of the metal in the ester, the evolution of hydrogen was obsei-ved. 
Without isolating the product they proceeded to heat up the solid 
mass with ethyl iodide. In this way various products were ob- 
tained and separated by fractional distillation. Among them four 
compounds boiling between 120° and 265° were isolated and charac- 
terized as follows : (1) hUi^ric ester, (2) diethylacelic ester, (8) a compound 
identical with the ethyl ester of Geuther's ethyldiacetic acid, 
which, since it decomposed with alkalis into ethyl acetone, alcohol, 
and carbon dioxide, was termed ethacetone carbonate of ethyl, and (4) a 
final fraction which decomposed in the same manner into diethyl 
acetone, alcohol, and carbon dioxide, and received the name of dieth- 
acetone carbonate of ethyl, Frankland and Duppa explained the 
formation of the first two compounds by supposing that ethyl acetate 
is converted by sodium into a mono- and di-sodium ethyl acetate, 

CHjNa . COOC2H5 and CHNaj . COOC2H5 

which with ethyl iodide yield ethyl- and diethyl-acetic ester. The 
formation of ethacetone and diethacetone carbonate of ethyl was 
explained by the union of a molecule of ethyl acetate with a molecule 
of mono- or di-sodium acetic ester formed by the action of sodium on 
acetic ester. 

CH3 . COOC2H5 -I- CHjNa . COOC2H5 

= CHs . CO . CHNa . COOC2H5 + CJBifin 

CH3 . COOC2H5 + CHNaa . COOCaHg 

- CHa , CO . CNag . COOCgH^ + CgH^OH 

The action of ethyl iodide on the two sodium compounds would 
produce ethacetone and diethacetone cai-bonic esters. These views 
were generally accepted, and the name of Geuther's ethyldiacetic acid 
was. subsequently changed to acetoacetic ester. 

But in a subsequent paper ^ Geuther pointed out that he had failed 
to isolate either the mono- or di-sodium acetic ester ; but had found 
that a considerable quantity of acetoacetic ester is formed by the 

1 ZeiL Chem,, 1868, (>52. 
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action of sodium ethoxide on ethyl acetate, a reaction which he 
represented as follows : 

2C4H A + CjHftONa - CeHgNaOa + 2C,H50H 
lie observed at the same time that when the ethyl derivative of 
ncetoacetic ester is heated with sodium ethoxide, ethyl butyrate ia 
produced. It is therefore unnecessary to assume the formation of 
the monosodium compound of ethyl acetate, since the presence of 
sodium ethoxide alone will explain, in accordance with Geuther's 
original equation, the formation of both acetoacetic ester and ethyl 
butyrate. The production of diethylacetic ester and diethylacetoacetic 
ester (Frankland and Duppa*s diethacetone carbonate of ethyl) still 
remained unexplained. In a paper published in 1877 by J. Wisli- 
cenus,^ the whole subject was submitted to a critical re-examination 
with results which have proved of the highest importance to syn- 
thetical organic chemistry. Wislicenus showed that, although only 
one atom of hydrogen in acetoacetic ester can be replaced by sodium 
by the direct action of the metal, or of sodium ethoxide, an alkyl 
group having been introduced in place of this atom of sodium, the 
compound acquires the propei-ty of exchanging a second atom of 
hydrogen for sodium, which can be replaced by a second alkyl group. 
Wislicenus, adopting Frankland's formula, represented the changes 
aa follows: 

CH3 . CO . CHNa . COOC2H5 + CjH J 

- CH3 . CO'. CHtCjHfi) . COOC2H5 + Nal 

CH3 . CO . CNaCCjHa) . COOCjHg + CjHJ 

- CH3 . 00 . qCaHs)^ . COOC JI5 + Nal 

As the second pi*oduct yields, with sodium ethoxide, diethylacetic ester, 
Frankland and Duppu's assumption of a disodium acetic ester proved 
as unnecessary as that of the monosodium compound. 

But Wislicenus's itiquiry was not limited to unravelling Frankland 
and Duppa*s experiments. The knowledge of the numerous trans- 
formations which acetoacetic ester undergoes, the formation of mono- 
and di-alkyl derivatives, the conditions which determine the ketonic 
and acid hydrolysis, and the synthetic method for preparing acids 
and ketones by a combination of the two processes, are due to him, 
and now belong to the most familiar synthetic reactions in organic 
chemistry. Although Wislicenus accepted Frankland's formula for 
acetoacetic estet in opposition to Geuther*s, as the most simple 
explanation of its behaviour, he did not succeed in throwing any 
new light on the manner in which acetoacetic ester is produced. 

^ Annaltn, 1877, 186, 168. 
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Geuther/ who regarded both the sodium compound and the free 
ester as possessing the hydroxyl, or, as we now say, the enolic 
stnieture, exphiined the process in the following manner : 

CH3 . COOCaHg + 2Na = CU3 . (5 . ONa + CaHgONa 

CH3 . (i . ONa + CHj . COOCjHj » CH3 . C(ONa) : CH . COOCaHs + Hj 

CH3 . qONa) : CH . COOC2H5 + CaH^O, 

- CH3 . C(OH) : CH . COOCaHg + CH3 . COONa 

Frankland and Duppa,* on the other hand, represented the reaction 
as due to the formation of a sodium compound of acetic ester, which 
then united with a second molecule of acetic ester, 

CH3 . COOCgHfi + CHaNa. COOCaHj 

= CH .^ . CO . CHNa . COOCaHs + CaH^OH 

CH3 . CO . CHNa . COOCaH^ + CaH^O, 

= CHa . CO . CHa . COOC2H5 + CH3 . COONa 

The controversy which the structure of acetoacetic ester aroused, 
and out of which the theory of tautomerism was ultimately evolved 
(Part II, chap, vi), diverted attention for a time from the mechanism 
of the reaction. In the meanwhile, Frankland's ketonic formula for 
both the free ester and sodium compound, which expressed in a 
simple fashion the greater number of its transformations, was 
generaUy accepted. 

The first serious contribution to a theory of the acetoacetic ester 
synthesis is contained in a paper by Claisen ' published in 1887, in 
which he shows that benzyl benzoate unites with sodium methylate 
and methyl benzoate with sodium benzylate to form the same 
additive compound. 

/ONa 

CftHj . COOC7H7 + NftOCHa - CjHj . Q— OCHj 

xONa 
C,Hj . COOCH3 + NaOCjHj - CpHs . C-OCH3 

Benzaldehyde also produces the same substance by tiie action of 
sodium methylate. 

2C,H4 . CHO + NaOCH, - C.Hj . CKOCHaMOCyHTKONa) 

> Jmiabn, 1888, SIB, 128. 

* PhO. Tmn$^ 1866, 156, 87 ; jlnnaUn, 1866, 188, 204, 838. 

* Btr., 1887, SO, 646. 
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On the basis of this observation, Glaisen suggested that acetoacetio 
ester is produced in two stages. A molecule of sodium ethoxide 
unites with ethyl acetate and forms an additive compound, the latter 
combining with a second molecule of ethyl acetate to form sodium 
acetoacetic ester, with the elimination of two molecules of alcohol. 

.ONa 

CH3 . COOC.Hj + NaOC^Hg = CH3 . C-OC^U^ 

^ONa 



CH3 . C - JOC2H5 + H2;CH.COOC2H, 



= CH3 . C(ONa) : CH . COOC2H5 + 2C2H5OH 

According to Claisen, therefore, the active agent in the process 
is not metallic sodium, but sodium ethoxide. This view received 
support from a variety of independent observations. Ladenburg in 
1870 made the interesting discovery that ethyl acetate, carefully freed 
from alcohol by means of silicon chloride, is not attacked by sodium 
in the cold, and only very slowly on heating. It was also observed 
that, when ethyl acetate only contains a trace of alcohol, the action 
of sodium at the commencement is very slow, but increases in vigour 
as it proceeds, a fact which Glaisen ascribed to the liberation of con- 
stantly increasing quantities of alcohol, as expressed in his equation. 
Moreover, Glaisen's theory explained the enolic structure of the 
sodium compound, which was by this time generally recognized. 
But the most convincing proof of the active agency of sodium ethoxide 
was afforded by the large number of similar condensations effected 
between different esters or between esters and ketones either with 
alcohol-free sodium ethoxide, or, less frequently, with an alcoholic 
solution of sodium ethoxide in place of metallic sodium. 

Some of these reactions will now be illustrated. It may be stated 
at the outset that the number of condensations effected with sodium 
ethoxide far exceeds that with metallic sodium. Acetic ester, how- 
ever, gives a very much better yield with sodium than with sodium 
ethoxide, which even at 170° only produces about one-third of the 
theoretical amount. Sodium acts similarly with propionic and 
Dutyric ester, but with much diminished yields. These products of 
these two reactions have the structure, 

CH3 . CH2 . CO . CH . COOC2H5 

I 
CH3 

Propiopi-opionic ester. 
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OHs . CHj . CHj . CO . CH . COOCjH, 



CjHj 

Batyrobntyrie wter. 

It follows, therefore, that the carbonyl group of the one ester mole- 
cule attaches itself to the a-carbon of the second, and that the reaction 
may be expressed in the following general form : 

B B 

B.CO.OR+CHj.CO.OR-R.CO.CH.COOR+ROH 

Succinic ester and sodium give the interesting cyclic compound 
suceinosuccinic ester, which on oxidation is easily transformed into 
dihydroxyterephthalic ester: 



CH.COOCgHj 

Oci JCHj 

CH.COOCjHg 

Soeeinosacoinic ester. 




C.COOCjH, 

qoH) 



(H0)0. ^H 

C.COOCjHj 

Dihydroxyterephthalic ester. 



If, however, it is hydrolysed and heated with sulphuric acid, it 
loses carbon dioxide and gives a cyclic ketone, which may be reduced 
to the alcohol, converted into the iodide with hydriodic acid, and 
finally reduced with zinc and acetic acid to cyclohexane.' 



CH, 
H,c/\C0 



CH, 
H,c/NcH . OH 



CH, 



ICH. 



HO.H 




CH, 
H.Q'^NCHI 



12' 



IH 



V 



CH, 
H,c/\3H, 



CH, 



H,a 



y 



CH 



2 



CH, 



CH, 



Halonic esier condenses with itself in presence of sodium, giving 
phloTOglucinol tricarboxylic ester, the reaction taking place in two 
steps.' 

1 Baeyer, Anntdetif 1894, 278, 111. 

s Baeyer, Ber., 1885, 18, 8454 ; Wilhtatter, B$r,, 1899, 82, 1272.^ 

PT. I Q 
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XX)00,H, ^COOCjHg 

0,H,OOCH 



C,/COOO,H, y 

[4r + CH,<( 



~\C0 . CHj . COOCjHg NCOOC,H( 



CO CH.COOCH, 



jHjOOC . HC/ \C0 

00 CH.COOCjHs 
Phloroglueinol tricarboxylic ester. 



Other examples of cyclic compounds produced by internal con- 
densation are famished by the action of sodium on adipic or pimelie 
esters,' 

CH, . CH, . COOCjH, CH,— OH . COOCjHj 

I = I >C0 +CjHjOH 

CH, . CH, . COOCjHj CH,— CH, 

Adipie ester. Cydopentanone carbozylie ester. 

and by the internal condensation of y-acetobutyric ester which yields 
dihydroreeorcinol.* 

/CH,.C0.CH3 CH^ 

H,0< - HjCC > >CH,+C,HiOH 

^CH,.COOC,H. ^^/ 

W. Wislicenus has extended the method to the preparation of 

aldehyde esters and ketoniodibasic esters by using formic ester on 

the one hand and oxalic ester on the other. Acetone and formic 

ester in presence of sodium ethoxide yield the sodium compound of 

acetylaldehyde, CH3 . CO . CH,. CHO, which, on the addition of acetic 

acid, almost immediately undergoes further condensation to triacetyl- 

benzenOi 

CO.CH3 COCH3 

I I 

CHj C 

OHC \CH0 ^ HC|/\|CH ^gjj^Q 

CH3 . CO . H2C .CHg . CO . CH3 " CH;,CO . C\Jc . COCH3 

dHO CH 

Aoetylaldehyde. Triaoetylbenzene. 

Acetophenone and formic ester can be converted in the same way 
into tribenzoylbenzene. Formylacetic ester, which is obtained by 

1 Dieokmann, Btx,^ 1894, 27, 102. 
* Vorlftnder, AnrnxXtoi^ 1807, 294, 258. 
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condensing formic and acetic esters in presence of sodium, rapidly 
passes into trimesic ester at the ordinary temperatura^ 

8CH0 . CHa . COOCjH^ - CeH8(COOCaH5)3 + 8H,0 

Formylphenylacetic ester, which is prepared with sodium ethoxide 
from formic and phenylacetic ester, yields two desmotropic forms 
(Part II, p. 888) but does not undergo further condensation.' 

Oxalic ester has been a prolific source of new condensation products 
owing to the ease with which it combines^ in consequence no doubt 
of its acidic character. In some cases an alcoholic solution of sodium 
ethoxide in place of the alcohol-free substance is sufficient to induce 
condensation. A yariety,of ketonic cyclic compounds have been 
prepared. For example, by condensing glutaric and oxalic ester' a 
deriyative of cyclopentane is obtained : 

CaH^OOO . CHj COOCjHg CaH.OOC . CH— CO 

I I I 

Clij + ^ Cfij 

CjHjOOC . CH, COOCjHj CsHjOOC . CH— CK) 

Diketo-cyelopottano dicarbozylie Mter. 

and by combining ^/S^limethylglutaric eater with oxalic ester 
Komppa* syntheeiaed diketoapocamphoric acid and later camphoric 
acid (Part m, p. 242). 

CgHjOOC . CHj COOCjH, CjHsOOC . CH-CO 



G(CH^ + 



I 
(CHaKC 

CjHjOOC . CH, COOC,Hj CsHjOOC . CH— CO 

I>iketo-HK>c«mphorie mter. 

Acetic ester and oxalic ester yield oxaloacetic ester, 

C,HjOOC . COOC,Ha + CH, . COOC,Hj 

- CjHjOOC . CO . CH, . COOC,Hj + C,HjOH 

With mesityl oxide, oxalic ester gives mesityloxide-oxalic ester 

CH, C0OC,Hj CH, 

I I I 

C:CH.C0.CH3 + C00C,H. -» C : CH . CO . CH«CO . COOC,H- 

I . I 

CHj CH3 

Me8iiyloxide-oza1io ester. 

Oxalic ester ako readily condenses with propionic and normal butyric 
ester but not with isobutyric ester. 

> Piutti, Ber., 18S7, 20, 687. « Wisliceniis, Ber., 18S7, 20, 2980. 

* Dieokmann, Ber., 1897, 80, 1470. « £er., 1901, 84, 2472. 

q2 
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In the latter obaervation daisen saw a confirmation of his theory, 

to which we will now return ; for the structure of isobutyric ester 

does not admit of the removal of the two molecules of alcohol which 

the interaction of the additive compound of oxalic ester with sodium 

ethoxide demands. 

ONa CH3 

C2H5OCO . O-OC2H3 + CH • COOC2H5 

OC2HJ CHs 

The fact has, however, received a much simpler interpretation from 

Dieckmann,' who has shown that the more acidic the ^-ketonic ester, 

the less readily does it undergo acid hydrolysis with sodium ethoxide. 

Acetoacetic ester is very slowly hydrolysed at 180^ with sodium 

ethoxide in alcoholic solution and is scarcely affected at the bofling 

temperature ; the monoalkyl esters change somewhat more readily, 

whilst the dialkyl esters are completely hydrolysed on warming 

the alcoholic solution containing a trace of sodium ethoxide. The 

catalytic action of sodium ethoxide is explained by Dieckmann by 

supposing that a molecule of sodium ethoxide and then a molecule 

of alcohol are taken up by the ester and that the product then breaks 

up, regenerating sodium ethoxide : 

ONa 

CH3 . CO . CRj . COOCjHg + NaOCaHfi = CH3 . C— CKg . COOCjHg 

\0C2H5 
>ONa .ONa 

CH3C— CRj . CO^R + CgHftOH = CH3C— OCjHft + CHB, . CO^R 

^OCjHa \)C^B, 

^ONa 

CH3 • C— OC^Hfi « CH3 . COOC2H5 + NaOCjHg 

It is clear, therefore, that the apparently passive character of 
isobutyric ester is due not so much to its structure as to the in- 
stability of the condensation product with oxalic ester. It seems 
to follow that the process depends in some measure on the acidic 
character of the final product^ or, in other words, on the stability of 
the sodium compound of the ketonic ester. If this is so, it explains 
the remarkable differences which have been observed in the effect of 
the condensing agent, the velocity of the reaction, and the amount 
of the products. 

^ Ber,f 1900, 83, 2670. 
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The sluggish action and unsatisfactory yield obtained with propionic 
and still more with butyric ester may be due to the more positive 
character of the product, whilst the readiness with which oxalic ester 
enters into reactions, especially with other acidic substances like 
acetophenone, may depend upon the enhanced stability of the sodium 
compound of the ketonic ester. We are, in fact, dealing with a wide 
range of reversible reactions in which the balance changes first to 
one side and then to the other. 

We may inquire a little more fully into the mechanism of the 
changes just described. From what has been stated, one is almost 
forced to the conclusion that the use of sodium, of dry sodium 
ethoxide or its alcoholic solution, and latterly of sodamide, to which 
reference will be made presently (p. 233), only constitutes different 
modifications of the same fundamental process. 

This in itself is a strong argument in favour of Claisen's theory. 
Glaisen has however withdrawn somewhat from his original position. 
In a recent paper ^ he reafiirms his view of the r6le which sodium 
ethoxide plays in forming an additive compound, but leaves undch 
termined the nature of the succeeding changes. 

Dieckmann, by reversing the process by which he conceives 
hydrolysis with sodium ethoxide to be effected, explains the aceto- 
acetic ester synthesis by a series of reversible steps as follows : 

xONa X)Na 

CH3C-OC2H5 + CHaCOAHfiitCHaC-CHjjCOAHs + CgH^OH 

^OCjHs \0C2H5 



^ONa 
CH3 . C-€H, . CO.CjjH^ ^ CHaCiONa) : CH . COgC^Hs + CJI fin 
^OCjHs 

This scheme at first sight does not appear to differ materially from 
daisen's original conception ; but it implies that the condensation 
does not necessarily involve both steps, and that in some cases, 
especially where ring formation is involved, the removal of only one 
molecule of alcohol may occur and determine the final result. 

Claisen's theory, even in its modified form, has not passed unchal- 
lenged. Nef ' explains the acetoacetic ester and many other con- 
densations as due to dissociation of hydrogen from carbon in the 
negative group of one molecule and the formation of an unsaturated 
group in the second, under the influence of the specific reagent. 

> Ber., 1908, 86, 8674 ; 1905, 88, 709 ; 1908, 41, 1200. 

> Annalm, 1897^ 898^ 218. 
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In the present case Claisen's additive compound is supposed to 
lose alcohol and the unsaturated group in the nascent state to unite 
with the dissociated acetic ester molecule. 

/^N* .ONa 

CXI3 . C — OC2H5 —♦ OII2 . C\ + CjHgOII 

>ONa 
CHa-C + H-CHa . COOC^H^ « CH3 . C(ONa) . CH2COOC2H5 
'\0C2H5 \0C2H5 

-^ CH3 . C(ONa) : CH . COOCjHs + C^HgOH 

The dissociation is enhanced by the presence of negative atoms 
and groups, so that compounds containing carbonyl, cyanogen, and 
nitro groups more easily undergo condensation. Halonic ester, being 
more negative, dissociates more easily into H and GH(G00R)2 than 
acetic ester into H and CH2 . GOOR. 

Those reagents which promote dissociation — acids, alkalis, metals, 
&c. — assist condensation. The same principle is applied to other 
condensations. 

The formation of benzoylacetic ester, wliich cannot be well 
explained by supposing that hydrogen is dissociated from the 
nucleus in benzoic ester, is brought under a different scheme. Here 
the unsaturated group is 

.OG2H5 

G.H^.d-O 

I I 

which unites with acetic ester as follows : 

/OG2H5 ^OG2H5 

C^Hs . G-0 + H— GHj . GOOG2H5 = GeHg . G— OH 

N3H2.GOOC2H5 

^G2H5 
CeHa . G-OH « GeH^GO . GHg . GOOG2H5 + G2H5OH 

"^GHj-GOOGgHa 

That the same kind of reaction should necessitate such different 
interpretations seems scarcely satisfactory. 
MichaeP has opposed Glaisen's theory for many and various 

^ J.prakt Chenu, 1SS8 (2), 87, 607 ; Ber., 1900, 88, 8781 ; 1905, 38, 1922. 
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reasons, but chiefly on the ground that no additive compound such 
as Claisen describes has been isolated ; that there is no evidence that 
it exists ; that, moreover, the yield of acetoacetic ester is much 
diminished by substituting sodium ethoxide for sodium, whereas the 
reverse would be anticipated. 

The formation of such an intermediate additive compound is also 
out of harmony with his 'neutralisation law'. This law, which 
is based on energy changes, has already been discussed (p. 118). 
Michael is perhaps more formidable as a critic than as a theorist, for 
his own explanation has a weak point, inasmuch as he draws a 
distinction between the mechanism of the change effected by sodium 
and that produced by sodium ethoxide. The explanation having 
reference to sodium is briefly as follows. The sodium, which is rich 
in positive potential energy, replaces hydrogen in acetic ester and 
gives rise to the compound CHjNa . COOG2H5, which isomerises at 
once to 

CH. : C(ONa)OC2H5 ; 

but the positive energy of the sodium is still unexhausted, and, in the 
next phase, the sodium acetic ester, which still possesses free positive 
energy, seizes on the carbonyl group of acetic ester, containing free 
negative energy, whereby the metal is so far neutralised that further 
condensation stops. 



^ONa ^O ONa 

CH2 : C + CH3 . C = CH3 . d—CHa • COOC^H^ 

\)C^U, \)C.U, \)C,H, 



Finally, a molecule of alcohol is detached. The above change cannot 
be effected by sodium ethoxide, as it possesses less free energy than 
metallic sodium. 

It will be seen that so far as the acetoacetic ester synthesis is 
concerned there is no essential difference between the views of 
Michael and Net According to Michael, where sodium ethoxide 
is used, a process of polymerisation similar to the aldol condensation 
is induced (see p. 287). This condensation is brought about by the 
free energy of the carbonyl group in the one molecule and the 
mobility of the hydrogen atom, due to the proximity of a negative 
group, in the other molecule. Thus, the union of acetic and oxalic 
ester will be formulated as follows : 

» J. pnOcL C^m., 1888 (»), 87, 607 ; 1809 (2), 60, 286, 409. 
* £er. 1900, 88, 8781 ; 1906, 88, 1922. 
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.OH 

EOOO . COOB + CH, . <X)OK - EOOC . G CH, . COOB 

N)C»H.. 

The product then interacts with sodium ethoxide and a molecule of 
alcohol is finally detached. 

.ONa 
ROOO.C CHj.COOR -^ EOOC . C(ONa) : CH . COOR 

H)C2H5 

In the acetoacetic ester synthesis the sodium compound is formed 
previous to condensation ; in the oxaloacetic ester it takes place after 
condensation. 

A very ingenious and suggestive explanation of this and other 
condensations has been advanced byLapworth.^ Lapworth supposes 
that the substance undergoes ionisation, forming an equilibrium 
mixture of ions. 

Acetic ester will yield the following ions : 

— CHg.c/ +H ^ CHarCK +H 

The presence of a base, by diminishing the concentration of the 
hydrogen ions, will increase that of the negative ions and accelerate 
the change. The first represents the negative ion of an oigano- 
metallic compound. Being a weak ion it is capable, by reason of 
its electro-afSnity, of uniting with a neutral component,' i.e. a mole- 
cule of acetic ester, and of a new complex negative ion thus : 

/^- 

CI13 • C — OC2H5 

^CIl2' OOOC2K5 

The process may be compared with that by which the alkyl group of 
a magnesium alkyl halide attaches itself to the carbon of a carbonyl 
group. The process being reversible, as Dieckman has shown (p. 229), 
the ion may lose its neutral component and break up into two mole- 
cules of acetic ester, or it may form a neutral substance with a positive 
ion, such as sodium, or it may lose the negative ion, — OC2H5, in the 
form of alcohol, and give acetoacetic ester. 

1 Trana. Chefn, Soc,, 1901, 79, 1269 ; 1902, 81, 1512 ; Proe. Chem. Soc., 1908, 19, 
190. 
> See Abegg and Bodlflnder, Zeii. anorg. aienu^ 1899, 20, 475. 
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Lapworth has shoivn the close analogy existing between the aceto- 
acetic ester condensation and the Grignard and Beformatskj re- 
actions by condensing oxalic ester and bromacetic ester in presence 
of zinc or magnesium, in the manner already referred to on p. 218. 

Before concluding the subject of the acetoacetic ester synthesis 
reference should be made to the introduction by Glaisen of sodamide 
as a condensing agent. ^ In the majority of cases its action is quieter 
and more regular than either sodium or sodium ethoxide. It can be 
used in the synthesis of 1 . 3 diketones and for alkylating ketones. 
Acetophenone and ethyl iodide in presence of sodamide give ethyl- 
acetophenone. By the action of ethyl chloracetate on ketones, glycide 
esters are formed. The latter reaction is explained by Glaisen as 
proceeding in three phases. In the first an additive compound with 
sodamide is formed, which undergoes condensation with the ethyl 
chloracetate and is followed by the removal of sodium chloride. 

1. C6H5.C(CH3)(ONa).NH2 

2. CcHfi . C(CH3X0Na)CHCl . COOCgH^ 

3. CoHg . C(CH3)CH . COOC2H5 

\X 


Xodified Acetoacetic Ester Synthesis (— COOCsH^ + CH^X; 
X« CO, GN, &c.). It is not essential that the second member taking 
part in the above condensation process should also be an ester. The 
place of carbethoxyl may be taken by a variety of negative groups, 
such as GO in aldehydes and ketones and GN in methyl cyanide 
and its derivatives. The following examples will illustrate these 
modifications. 

By combining acetic ester with acetone, acetylacetone may be 
prepared. 

GH3 .GO2G2H5 + GH3. CO . GH3 = GH3. GO. GHjj . GO . GH3 + C^HfiOH 

Acetylacetone. 

Benzoic ester and acetone foim benzoylacetone. 

0^x15 . GO . GII2 . CO • GI13 

Benzoylacetophenone (dibenzoylmethane) is formed in a similar 
manner from benzoic ester and acetophenone. 

G0H5 . GO • GI12 • GO . Ggxlg 

A variety of other compounds have been obtained by Glaisen in a 
similar way. 

^ Ber.y 1906, 88, 698. 
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Ring fonnation is illustrated by the linking of oxalic ester with 
dibenzyl ketone/ 

CeHg 



COOCoH 



2 "5 



(X)oaH 



•2 "5 



Sco - 

CHa 

I 



CO— CH.CeHg 

\C0 + 2C.H;,0H 
CO— CH . CeHs 



'2 "6^ 



Oxalic ester also condenses in presence of sodium ethoxide with 
methyl cyanide ' and benzyl cyanide,' the first reaction taking place 
as follows : 



COOCaH 



2**5 



COOCoH 



2**5 



+ CoH.OH 



COOCjHs + CH3 . CN CO . CHa . CN 
and the second, 

COOC,R. CH^CHjCN 



'a**5 



COOCH. C«H.CH,CN 



/CN 
CO . Cll< 



'2**5 



'6**5^ 



/CN 

CO.CHC 

\C«H 



^«^« + 2CoH.0H 



0"5 



but the most interesting reactions of this type are those in which 
formic ester is employed. 

W. Wislicenus* was the first to combine foimic ester with 
ketones, and obtained with acetone and acetophenone the formyl 
deriyatives already referred to (p. 226). Formic ester also combines 
with hippuric ester,' 

.NH . COCfiHs 

'2**5 + ^2^ 

XJOOCgHs 



H . COOCH* + Bfi<^ 



/NH . COCeHj 
= nCO.CH< +C,HftOH 

XJOOC^Hfi 

and with methyl indole, in which the CH^ group derives its negative 
character from the proximity of the double bond*' 

1 Claisen, Ber., 1894, 37, 1858. 

* Fleischhauer, J. prakt, Chem,, 1803, 47, 44. 
> Yolhard, Annakrij 1894, 882, 4. 

* See also Claiaen, Annain, 1894, 281, 806. 
" Erlenmeyer, Ber., 1902, 86, 8769. 

* Angeli and Marehetti, AtH R. Accad. Lincei, 1908, 16, 790. 
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C.H.<^. 



CH, CH . CHO 

CH, + H . COOCjHj - CeH4<f^0 . CHj + OjHjOH 

N 




Conden—tionB with I . S-DilMtoaMi, Claisen's Method. In 
studying the action of formic ester on camphor in presence of sodium 
alcoholate, Claisen' obtained hydroxymetltylene camphor. 

CH, X!:CH.OH 



/' 



^2 



CsHi,<; I + HCQOC2H5 = C,H,4<: I + C^H.OH 

^CO ^ XJO 

Camphor. ,. , ^ 9 . Hydroxymethylene camphor. 

The condensation product possesses strongly acid properties and 
forms salts and esters after the manner of acids. 

.C:CH.OM vCiCH.OB 

\co XHO 

With acetic anhydride and benzoyl chloride it yields an acetyl and 
benzoyl derivative. But the most significant reactions occur with 
phosphorus trichloride and the bases, ammonia, aniline and methyl- 
aniline. In the first case the hydroxyl is replaced by chlorine, in 
the second, by the radicals of the three basic groups forming amides. 
It follows, therefore, that the new carbon group contains hydroxyl, 
and since it can only be represented by the unsaturated group 
«CH(OH), the term hydroiymethylene has been given to it. The 
results of this research led to the discoveiy of other hydroxymethylene 
compounds possessing still more marked acid properties. By the 
action of acid chlorides on acetoacetic ester or its metallic compounds 
the acyl group may replace hydrogen either in the methylene group 
of the keto form, or in the hydroxyl group of the enol form.' Since 
no acid chloride of formic acid exists, the simplest of the acyl 
derivatives, namely formylacetoacetic ester, could not be obtained in 
this way. Formic ester, which might be employed as a substitute for 
the acyl chloride, does not condense with acetoacetic ester in presence 
of sodium ethoxide, owing no doubt to the formation of the sodium 
compound of acetoacetic ester, which would inhibit any further 
reaction. This suggested the use of orthoformic ester, but this 
substance in presence of acetyl chloride condenses in the following 
unexpected fashion, giving diethoxybutyric ester.' 

1 AnruOBn, 1894, 281, 806. 

* The replacement of the radical in the hydroxyl of the enol form is boat 
accomplished by means of the acyl or alkyl halide in presence of pyridine. 
» Ber., 1898, 86, 2729. 
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CH3 CH3 

I I /0C,H5 

CO C^HfiOv C< +HC00C,H« 

I + NcHOC^Hs - I ^OCjjHj 

CHa C2H5O/ CH2 

I I 

COOCJI, COOC2H5 

Diethoxybutyrio ester. 

The latter, on distillation, loses a molecule of alcohol and forms eth- 
oxycrotonic ester, the isomer of ethylacetoaoetic ester. 

CH3 . C . CH, . CO.C^Hs = CH3 . CCOC^Hs) : CH . CO AH, + C^H^OH 

C,H,0 OCJl, 

If, however, acetic anhydride is employed as condensing agent, the 
following reaction occurs, which is shared by other 1 . 8 diketones, 
such as malonic ester, acetylacetone, &c.^ 

CO CO 

I C,H,0. I 

CHa + >CHOC2H5 = C : CH . OC2H5 + 2C2H50n 

I 0,H,0/ I 

CO CO 

i I 

These substances represent esters of strong monobasic acids, for they 
are hydrolysed by either water or alkalis yielding the free acid or its 
salt, and are converted into' amides by ammonia or amines. The 
strength of the acids, as determined from their electrical conductivities, 
is of the order of acetic acid. Claisen concludes that the group 

CO — C— CO, which is present in these substances, may play the part 
of the B atom in a carboxylic acid, a view which is readily under- 
stood by a comparison of the two atomic groupings, the dotted line 
enclosing the equivalent of the doubly linked oxygen in formic acid. 



jCO— C— COj o 

GH.OH CH.OH 

Ilydroxymeihylene diketone. Formic aoid. 

The presence of the hydrozymethylene group in these compounds 
is proved, as in hydroxymethylene camphor, by the action of phos- 
phorous chloride, which removes hydroxyl, giving the acid chloride. 

CO— C— CO 
CHCl 

^ Anntden^ 1897, 207, 1. 
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On heating the latter with the sodium salt of the acid, a compound 
having all the characteristics of an anhydride is produced. The free 
acids rapidly absorb oxygen and, on warming, evolve carbon dioxide, 
when the original diketone is regenerated. 



— CO^ — COv 

CHOH + = ^CHj + COa 



— COv 
— CO^ 



The compounds undergo various other interesting changes, for an 
account of which the original paper must be consulted. 

The use of aldehydes and ketones as participating members in a 
condensation introduces a whole series of closely related reactions, 
among which are included the aldol condensation, Claisen's reaction, 
and the benzoin condensation. These reactions can only be treated 
in a very general way. It should be noted that although the 
mechanism of the change is probably closely related to that of the 
acetoacetic ester synthesis and allied reactions, the result in the 
majority of cases is essentially different, inasmuch as it leads 
indirectly to the separation of water and the formation of a double 
bond between the newly attached carbon atoms. 

The Aldol Condensation (OO + CHg.CO). This condensation, 
which was discovered by Wurtz,^ occurs between aldehydes and 
ketones, and may be expressed by the following general scheme : 

HC:0 + CIL.C:0-HqOH).OH.C<.0 

I I I III 

A second phase in the process results in the elimination of water and 
the production of an unsaturated compound. 

HqOH) . CH . : « CH : . C : + HoO 

II I I ^ I I 

The first is the aldol, the second the crotonaldehyde condensation. 
Sometimes the first phase does not appear and only the second becomes 
manifest. 

The usual reagents, which effect the condensation, are hydrochloric 
acid, potassium carbonate, potassium cyanide or caustic soda solution, 
and lees frequently sulphuric acid, acetic acid, acetic anhydride, and 
£ino chloride. 

The type of all these condensations is the formation from 
acetaldehyde of aldol (hydroxybutylaldehyde) and crotonic aldehyde. 
The first reaction occurs in presence of hydrogen chloride or potas- 
sium carbonate, and the second either by the action of heat on the 
aldol, or by the direct action of zinc chloride on acetaldehyde. Aldol 

» jQhreBb^ 1872, 449. 
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will condense again with itself, giving normal octylaldol, as Raper 
found.^ 

CH3 . CH(OH) . CHa . CH(OH) . CH^ . CH(OH) . CH, . CHO 

Octylaldol. 

The production of mesityl oxide and phorone by the action of hydrogen 
chloride on acetone* is another example of the crotonaldehyde con- 
densation. 

CH3 CH3 

CO + CHa.CO.OHg" CiCH.CO.CHa 
C2I3 CII9 ' 

Mesityl oxide. 
C1I3 CH3 CII3 OH3 

C:CH:CO.CH, + 00 - C:CH.CO.CH:C 
/ I / \ 

CII3 OII3 CII3 UII3 

Phorone. 

The reaction has also been used for preparing unsaturated cyclic 
compounds. Diacetylbutane and strong sulphuric add yield methyl- 
cyclopentene methyl ketone.' 

yQHg . CI12 • CO • Cri3 yCHg • C • GO • CXI3 

CI12 —> Cfij 

M-'H2 • CO . CU3 ^CHj . C • CH3 

Diacetylpentane gives in the same way methyltetrahydrobenzene 
methyl ketone.* 

Claisen's SMotion. A special interest attaches to the use of 
dilute sodium hydroxide solution as condensing agent, which was 
first employed by Schmidt" and afterwards studied by Claisen.* 
Condensations between aldehydes and a variety of aldehydes and 
ketones have been effected by this reagent. The syntheses of erythrose 
from glycoUic aldehyde and fructose from glyoerose furnish examples 
of this process (Part III, p. 6). 

CHj(OH)CHO + CH2(0H)CH0 « CHgCOH) . CH(OH). CH(OH) . CHO 

GlycoUic aldehyde. Erythrose. 

1 Raper, J. Amer, Chem. Soc, 1907, 01, 1831. 

* Baeyer, Annalm, 1866, 140, 297. 

s Marshall and Perkin, Trans, Oum, Soe., 1890, 67, 241. 
^ Kipping and Perkin, Trans. Chem, Soe., 1890, 67, 14. 

* Ber., 1880, 13, 2342. • Ber., 1881, U, 2471. 
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In many cases the aldol phase is lost, and only the second phase 
appears. Claisen found that benzaldehyde and acetone in presence 
of sodium hydroxide solution (10 per cent.) yield benzylidene and 
dibenzylidene acetone. 

CjH^CHO + CH3 . CO . CH3 = CeHs . CH : CH . CO . CH3 + Hfi 

Benzylidene acetone. 

CcHgCHiOH.CO.CHa + OHCCcHs -♦ CeH^CHtCH.CO.CHrCHCeHg 

Dibenzylidene acetone. 

With o-nitrobenzaldehyde and acetone, Baeyer and Drewsen^ 
succeeded in arresting the action at the first stage and obtained the 
nitrophenyllactyl methyl ketone, which by boih'ng with acetic anhy- 
dride is converted into the unsaturated compound. 

NOaCcH.CHO + CH3 . CO . CH3 -♦ N02CeH4CH(OH)CHaCOCH3 

Nitrophenyllactyl methyl ketone. 

-► NOjjCeH^CH : CH . CO . CHj 

Kttrobenzylidene acetone. 

In this condensation an excess of alkali is to be avoided, otherwise 
indigo is formed. 

If the new compound obtained by means of this reaction is an 
aldehyde, like cinnamic aldehyde (which is formed from benzaldehyde 
and acetaldehyde), the process of condensation may be repeated. 

CeHfiCHO + CHg.CHO « CflHg • CH : CH . CHO + H^O 

As Einhorn and DiehP have shown, cinnamic aldehyde may un- 
dergo a second condensation with another molecule of acetaldehyde 
or acetone. 

CeHfiCH : CH . CHO + CH3 . CHO -> CeH^CH : CH . CH : CH . CHO 

This method of condensation has received an interesting technical 
application in the preparation of ionone — a substitute for essence of 
violets, the sweet-smelling principle of which it closely resembles 
both in structure and perfume. Ionone was prepared by Tiemann 
and ELrQger' from citral, an aldehyde contained in citron and lemon- 
grass oil (Part m, p. 257). Citral and acetone condense in presence 
of baryta solution to form psenda-ionaney which is converted in turn 
into a mixture of a- and ^-ionone on boiling with sulphuric acid. 

(CH3)2C : CH . CHa . CHj . qCHa) : CH . CHO + CH3 . CO . CH3 -•^ 
(CH3)jC :CH. CH,. CHj. C(CH3) :CH . CH :CH. CO. CH, 

The conversion of pseudo-ionone into a- and )9-ionone may be sup- 

» Bcr., 1882, 16, 2857. « JBtr., 1885, 18, 2320. 

» Ber.f 1898, 31, 808. 
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posed to take place by the addition and subsequent removal of two 
molecules of water. 

C(OH) 
H,c/ CHj.CH:CH.CO.CH, 

H,clJc(0H)CH3 

CH, 

/ \ 

CHj CH3 CH, CH, 

\> \> 

c c 

H j(/^H . CH : CH . CO . CH3 B^Cf^p . CH : CH . CO . CHj 

H,cl Jc. 



^ 



CH- 



H 



;h 

a-Ionone. 



CH, 

^-lonone. 



.ca 



Irone, the perfume itself, is represented by the formula ^ 

CH3 CH3 

c 



H.CH:CH.CO.GH, 




Anotiier example of cyclic formation is furnished by the conversion 
of dtionellal into isopulegol.* 

(CHj), : CH . CHj . CHj . CHCCHs) . CHj . CHO 



CM^^CSf 



- (CH3),C:C/ NcH.CHj 
(HO)HC CH^ 



Like the aldehydes, diketones may undergo condensation with other 
ketones, and Japp ' and others have succeeded in forming products 
*by combining benzil and phenanthraquinone with acetone, &c. An 
interesting application of the same reaction is due to von Pechmann,^ 
who prepared quinones of the benzene series by a similar process. 



> Ber.j 1891, 26, 2675. 
» JBcr., 1888, 16, 276, 282. 



> Tiemann and Schmidt, Ber,y 1896, 20, 918. 
« Ber,, 1888, 21, 1417, 1895, 28, 1845. 
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Thus, diaeetyl and sodium hydroxide gave first the intermediate 
product dimethf/lquifwgen and by internal condensation j^x^loquinane. 

CHg.CO.CO.CHs CH3.C.CO.CH3 

CH3 .CO. CO . CH3 HC. CO. CO. CH3 

Diaoetyl. Diniethylquinogen. 

Cli Q • C • CO • Clio 

H II 

HC.C0.C.CH3 

p-Xyloquinone. 

Acetyl propionyl forms, in the same way, duroquinone. 

XnowMiagel'* Baaction (CO + CH2X ; X - CO ; CN ; NO^. &c.). 
Among the earlier attempts to bring about condensation of aldehydes 
and ketones with 1 . 8 diketones and ketonic esters is that of Claisen,^ . 
who, by the use of hydrogen chloride, succeeded in obtaining con- 
densation products with aeetaldehyde, benzaldehyde, And acetoacetic 
oster of the formula : 

H. CM^ 
< ^C.COOCJIj 

CHj.CO/ 

Much more effective reagents for this purpose are ammonia and the 
primary and secondary bases, and even glycocoU and other amino 
acids can be used in some cases.' ^ 

Japp and Streatfeild ' were the first to employ ammonia to condense^ 
phenanthraquinone and acetoacetic ester. 

XO . CHj 
CeH^.CO .CO.CH3 CeH4.C:C< 

I I +CHZ -► I I M300C,H5 

C.H4 . CO XIOOCjHfi CeH^ . CO 

In 1893 Knoevenagel * carried out a much more complete investi* 
gation, in which not only ammonia, but diethylamine, piperidineand 
aniline were used with success* Thus, benzaldehyde, in presence of . 
small quantities of diethylamine, condenses with acetoacetic ester 
when cooled in a freezing mixture, forming benzylidene acetoacetic 
ester, that is, the compound which Claisen obtained with hydrogen 
chloride. 

<0.CH3 
OOCjH^ \ 

1 Annalin, 1888, 21S, 172. * Dakin, Jottm. BioL CAfm., 1900, 7, 49. 

' TVaiu. Ckcm. Soc^ 1888, 48, 27. 

« AnnaUn^ 1894, 281, 26 ; Btr.^ 1904, 87, 448. 
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This example may serve as the type of a very general process in which, 
on the one hand, aldehydes and ketones may be used, on the other hand 
a variety of 1 . 8 diketones and ketonic esters, namely malonic ester, 
benzoylpyruvic ester, benzoylacetic ester, acetonedicarboxylic ester, 
barbituric acid, tetronic acid, acetylacetone, benzoylacetone, cyan- 
acetic ester, and also succinic ester. Stobbe ^ obtained the following 
by condensing acetone with succinic ester : 

CHgv 

>C.C.C00C,H5 



>Hj • COOC2H5 
Acetone also condenses with ojranacetio ester.* 

>CO + HjC< - >C:C< +H,0 



/ X!0( 



CH/ * NjOOCjHj CHj/ ' X!OOC»Hj 

Aldehydes condense with cyonacetamide,' 

R.CHO + CH,.CN-»R.CH:C.CN 

CONH, CONHj 

and with indene as follows : * 

CHj CH . CH(OH) . CjHj 

CsHjCHO + CbH,<^CH - C„H,/\CH 

CH CH 

Aliphatic and aromatic nitro-compounds may replace the 1.8 
diketone,' 

R. CHO + R» . CHj . NOi - RCH : CRi . NO, + HjO 

' and 2 . 4*dinitrotoIuene condenses with benzaldehyde, 

CjHj . CHO + CHs . CaHj(NOj)j -♦ CjHg . CH : CH . C.H (NOJ^ 

Phthalic anhydride undergoes condensation like a ketone.* 

C^ C:CH.NOj 

C,H,/\0 + CE^O, = CbH,<;^ + H,0 

CO ' CO 



> Ber., 1893, 26, 2812 ; 1894, 27. 2406. 

• Perkin and Haworth, Trans. Oum. Soe., 1908, 08, 1944 : 1909, 05, 480. 

• Oabriel, Ber., 1908, 86, 670. 

« Marckwald, Bar., 1896, 28, 1601. 

• Ber., 1899, 82, 1298. • Gabriel, Ber., 1903, 36, 670. 
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In the same category may be included such reactions as that of 
Lenzaldehyde on acetic ester, giving cinnamie ester, 

CgHj . CHO + CH3 . COOCjHfi - CeH^OH : CH . COOC^H^ + H^O 

and the condensation of ot-methylpyridine and a-methylquinoline 
with aldehydes and ketones, the acidity of the methyl group being 
determined by the adjoining CN group. 

CH CH 

HC/\CH Hc/VjH 

Hc! Jc . CH3 + CHO . CH3 ^ HOv Jc . CH : CH . CH3 

N N 

The formation of leucobenzaldehyde green is another example of 
the same process. 

CeHsCHO + 2CeH5N^CH3)2 -> CeH,. CHCCoH.NtCH,)^^ 

The action of formaldehyde requires special mention, since its 
peculiar reactivity causes it to enter into a variety of combinations. 
With malonic and acetoacetic ester it behaves like benzaldehyde, 
losing oxygen and combining with two molecules of the ester (see 
below). 

2CHj . (C00C;EL^)^ + CH2O = (CjH600C)j,CH . CHa . CH(C00C,H5)i 

It also unites with two molecules of benzene and its derivatives in 
presence of sulphuric acid or other dehydrating agent, with loss of 
oxygen, forming a diphenylmethane compound,^ 

2C()H0 + CH2O ^ QJEL^ . CH2 • CqH5 + H2O 

Under o(her conditions (e. g. in alkaline solution), however, it under- 
goes the aldol condensation. With ordinary phenol it forms a mixture 
of ortho and para hydroxybenzyl alcohol.' 

yCHjOH 
CcHftOH + CHjjO = CcH4< 

\0H 

With nitroparaifins it behaves similarly, two molecules of formalde- 
hyde combining with nitroetbane in the following way : ' 

CH3 . CHjj . NOa + 2CH4O « CH3 . C(CHjiOH)2NOj 

and with a picoline it forms the derivatives ^ 

CfiH^N . CH,(CHjOH) and C5H4N . CHCCHjOH)^ 

• 

> Baeyer, 1878, 5, 25, 2S0, 1094; Simon, AnnaUn, 1903, 829, 80; Boehm. £er., 
1904, 87, 4461. 

> ManaBse, Ber., 1894, 27, 2409. 

* Henry, Rec. trav. chim, Paus-Bas.^ 1897, 17, 189; Piloty, Bar., 1897, 80, 8161. 
« Koenigfl and Happe, Ber., 1902, 85, 1848 ; 1908, 86, 2V04 ; Lipp and Riebard| 
Ber., 1901, 87, 737. 
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111 some cases two molecules of the 1 . 8 diketone condense with 
the aldehyde if the process is conducted under modified conditions. 
Thus, benzaldehyde and acetoacetic ester condense in presence of 
diethylamine, if the reaction proceeds at the ordinary temperature, to 
form benzylidenediacetoacetic ester. 

.C0.CH3 

CH< 
yCO.CH, / NXK)Cs.H8' 

CensCH0 + 2CH.< -CgH5CH< +Hs,0 

\COOC,Hj \ >00 . CHj 

CH< 

XX)OC,H« 

Compounds of this character, which may be described as 1.5 di- 
ketones, are capable of internal condensation in presenjee of alkalis or 
hydrochloric acid, and a variety of cyclic compounds have been built 
up in this manner, of which the following is an example.^ Alkyli- 
denediacetoacetic ester undeigoes inner condensation with alcoholic 
potassium hydroxide, and, on hydrolysis, loses carbon dioxide and 
yields the cyclohexenone derivative. 



CHa.CO.CH.COOC^H^ 

CHR 
CII3 • CO • CM • COOC2H5 



CHo . C — CH • C00C»>Hji 

/ \ 

CH CHB 
CO— CH . COOCjHj 



Cxi^. C Cxig 

Hc/ SCHB 







An analogous reaction to the above is the formation of isoacetophorone 
from acetone and lime. 



CH, 
CHj 



HiCH-.CO.CH. 



HiCH,.CO.CH, 



Actone. 



C„ OH..«>.CH. 
CHj CHj.OO.CHj 

Iutermedi»ta product. 



CH, CH, CO 



j]UL*k CMo C • C. 



;h 

CII3 CMg C • CHj 
laoaoetophorone. 



1 ^nmOfn, 1894, 861, 25 ; 1896, 288, 821. 
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Knoevenagel explains the action of the condensing agent on the 
assumption that the aldehyde first unites with the base. Benzalde- 
hyde and piperidine combine as follows : 

CeH,CHO + 2C,HioNH - CeH^CHCNC^Hio), + H,0 

The product then interacts with the diketone and regenerates the 
base, which thus plays the part of a catalyst 

CeH5CH(NC5Hio)a + CH3 . CO . CHj . COOC^H, 

<C0.CIl3 
+ 2C5H10NH 
COOCjHj 

Another explanation based on ionisation (p. 232) has been advanced 
by Hann and Lapworth,^ in which the acetoacetic ester forms an 
equilibrium mixture of the following ions : 

CH3. c6:CH. COOCjHj + H ^ CH3.CO. CII . COOC^Hj + H 

The latter would then combine with the molecule of benzaldehyde 
as neutral component (see p. 282) from which, by elimination of 
a hydroxyl ion, benzylidene-acetoacetic ester would be produced. 

CH3 . CO . CH . COOC^Hj . CH3 . CO . C . COO^Hs 

I , +H-i. II +H,0 

C«H,CHO C^H^CII 

The effect of the base might be to remove hydrogen tons by forming 
the complex NKBH^ or introduce hydroxyl ions and thus increase 
the concentration of the organic ions. 

Bemoin Condeniiation. The action of potassium cyanide on 

aromatic aldehydes is a peculiar one, and may be represented by 

the oldest example — the formation of benzoin from benzaldehyde 

and alcoholic potassium cyanide — ^which was first studied by Liebig 

and WOhler.* 

CeHjCOH CoHj.CH.OH 

+ - I 

CeHgCOH C3H5.CO 

Benzaldehydo. Benzoin. 

The reaction bears a close resemblance to the aldol condensation. 
The specific action of the cyanide, which differs fundamentally from 
that of the caustic alkalis or sodium ethoxide (which produce benzyl 
benzoate or a mixture of benzyl alcohol and benzoic acid), has 
received various explanations,' the most plausible of which is that 

> Tranft, Oiefn, Soc.y 1904, 86, 46. • Arma^en, 1832, S, 276. 

' Knoeyenagel, Ber., 1888, 21, 1846 ; Kef, ^nitoZm, 1897, 288, 812. 
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of liApworth.* He suggests that the benzaldehyde forms a cjan- 
hydrin with potassium cyanide, which then condenses with another 
molecule of benzaldehyde, hydrogen cyanide being finally elimi- 
nated. 



C,H, 
HO.CH + 



CN 



CH:0 

CeHs 
0:0 



C«II 



HO.O 



6 "5 



CH.OH 



CN 

I +HCN 

CH . OH 



^iaacoao Coadensatioii. A reaction not unlike that which pro* 
duces aldol and benzoin, and which was first observed by Fittig,' 
is brought about by the action of neutral, alkaline, and occasionally 
add reducing agents on aldehydes and ketones. In addition to 
primary and secondaiy alcohols, this reaction gives rise to substances 
known aBpinacanes. In this reaction the molecules of the original 
compound become linked by the aldehyde or ketone carbon atom ; at 
the same time two atoms of hydrogen are taken up. The compounds 
are in fact secondary or tertiary glycols. The following examples 
will illustrate the process: 



C0H5COH 

+ +Ha 
CeHftCOH 

Benmldehydo. 



CH3 . CO . CHs 

+ +H, 

CH3 . CO . CII3 

Acetone. 

C^Hg . CO . C0H5 
C5H5 . CO . C^Hj 

Beiizophenono. 



CeHjCH.OH 
CjHjCH . OH 

Hydrobenzoin (and 
bohydrobenzoin). 

CH, . C(OH) . CH, 
CH, . qOH) . CH, 

TetramethyleUiylene glycol. 

C,H, . C(OH) . CeH, 
C,H,.C(OH).C,H, 



Benzpinaoone 
Tetraphenylethylene glyooL 

The first of the above reactions occui*s with aromatic aldehydes 
and a few of the aliphatic aldehydes ' ; the two latter are alike 
shared by aliphatic and by aromatic ketones. The reaction has been 

> Trans., 1908, 83, 995. 

• Annalen, 1858, 110, 26 ; 1859, 114, 54. The name pinacone has reference to 
the tabular form of the crystals obtained from acetone {viva£ « table). 

* Ciusa. R. Accad. Ltncet, 1918. 23. 681. 
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used for internal condensation, as, for example^ in the preparation of 
dimethyldihydrozy-cycloheptane from diacetylpentane.^ 

CH,< -♦ CH,< I 

XJHj.CHa.CO CH3 \CH2.CHa.C(OH).CH3 

The reduction is usually effected by sodium amalgam, the aluminium- 
mercury couple, zinc and acetic acid, or zinc and hydrochloric acid. 

No very clear explanation of the mechanism of the process is yet 
forthcoming. The action of sodium on aldehydes apd ketones has 
been studied by Fittig, Beckmann and Paul, and also by Freer, and 
may possibly throw some light on the subject Kane, early in the 
nineteenth century, found that potassium liberates hydrogen from 
acetone and forms a compound C3H5OE, and more recently Freer' 
stated that he had obtained a similar compound by the action of 
sodium, to which he assigned the formula CH3 . G(ONa) : CH,. 
Fittig's' observation that sodium acts upon acetone with the pro- 
duction of a sodium compound of pinacone receiyes a ready inter- 
pretation if we assume that two molecules of a nascent sodium 
acetone become linked in process of reduction. 

CH3.C(ONa).CH3 

CH3 . C(ONa) . CH3 

Beckmann and Paul ^ have shown in the same way that benzaldehyde 
and benzophenone form sodium compounds which are decomposed 
by water. 

C5H5COH Na CeH.CH.ONa CcH^CH.OH 

+ + -* I ' +HaO -#" - I 

CeHfiCOH Na CeH^CH.ONa CeH^CH.OH 

Benzaldehyde.' Hydrobenzoin. 

(C,He),CO Na (C,H5),C . ONa (C,H5)jjC.0H 

+ _» \0 +H,0 



(C.H,).CO Na (c,H.)/Na ' (C.H,LC.OH 

In the latter case benzhydrol is also formed. 

According to Schlenk* the formula of the sodium compound of 
benzpinacone has half the molecular weight assigned by Beckmann 
and Paul, and contains tervalent carbon (p. 65). 

{C,H5),C.0Na 

> Kipping and Perkin, T^ans. Chem. Soc,, 1891, 59, 214. 

> Amer. Chem. J., 1898, 16, 582 ; see alno Taylor, Trans. Clum, Soc., 190C, 89, 125S. 
• Awnalen, 1859, 110, 25 ; 18€0, 114, 54. 

« Amudm, 1892, 266, 1. ^ Bw,, 1911, 44, 1178. 
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Ferlda*s Beaoticm. The history of this interesting reActlon dutes 
from Perkin's synthesis of coumarin in the year 1868.* Goumarini 
the sweet-smelling principle of woodnilf and hay, was found to 
decompose, on fusion with potassium hydroxide, into salicylalde- i 

hyde and acetic acid, 

C9HeOi+ 2HjO - C^HeOj + CgH^Oj 

Coumarin. SAllcylaldeliyde. 

from which the natural conclusion was drawn that coumarin was 
the anhydride of acetylsalicylaldehyde. 

.CHO XO 



CeH/ 



C,H 



OCjHjO MXXJH; 



< 



3 



3 



CH, 



By heating sodium salicylaldehyde with acetic anhydride, coumann 
was, in fact, obtained. The evidence seemed conclusive until it was 
discovered that acetylsalicylaldehyde is unchanged by acetic anhy- 
dride, although, with the addition of fused sodium acetate, coumarin is 
readily produced. The formula assigned by Perkin, which represented 
coumarin as a derivative of acetylsalicylaldehyde, was disputed by 
Fittig, who could not reconcile it with the constitution of coumaric 
acid, of which it is the anhydride ; for coumaric acid must then form 
coumarin by the removal of hydrogen from the benzene nucleus, 
a process which seemed difficult to reconcile with the properties of 
the compound. 

<COOH ^CO 

-* CeHsf 
co.CHj N:x).v.x.3 

Fittig preferred to base his view of its constitution on a reaction 
discovered by Bertagnini ' for the preparation of cinnamic acid, which 
consisted in heating benzaldehyde and acetyl chloride. 

CeHjGjttO + CHa^WgP- CJElfiK : CH . COOH + HCl 

The formation ^ coumarin might bo explained in an analogous 
foshion. 

<Na CH3.COV /ONa 

+ \ o -•. CflH^<f + CH3 . coon 

HO CII,.CO/ \CH:CH.COOH 

CcH4< 4CIl3.COONa-*C6H4/ ^| +H4O 

XJHrCII.COOn XIHrCH.CO 

The formula for coumarin as the inner anhydride of o-hydroxycin- 

I Trans, Oitm, Soe,, 18C8, 21, 53. * AnnaUn, 1856, 100, 12C. 
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namic acid is now universally accepted.' In 1877 ' Perkin published 
a new method for preparing einnamic acid and analogous compounds 
by means of a reaction of very general application which now bears 
his name. It consists in heating a fatty or aromatic aldehyde and 
the anhydride of a fatty acid, together with its sodium salt, to 180^ 
for several hours. The formation of einnamic acid from benzalde- 
hyde, acetic anhydride, and sodium acetate was explained by Perkin 
on the assumption that the anhydride acted upon the aldehyde in the 
following manner : 

CHg . COv CeHgCH : CH . C<\ 

2aH^CH0 + >0 - 'SO + 2H,0 



5CHO+ >0- >0 

CH, . C(y C«H^CH : CH . CO^ 



The view was, however, opposed to the observation of Geuther and 
Habner, who found that benzaldehyde and acetic anhydride yield 
benzylidene acetate : 

CH3.COV /O.OC.CH3 

CeHs . CHO + >0 = C^Hg . CH< 

CH3.CO/ N).0C.CH3 

To settle the question, Perkin heated benzaldehyde and acetic 
anhydride with sodium propionate and obtained einnamic acid, 
whereas with propionic anhydride and sodium propionate, phenyl- 
crotonic acid was formed. Perkin assigned to phenylcrotonic acid 
the formula, 

C^Hfi.CHrCH.CHa.COOH. 

By the interaction of benzaldehyde, succinic anhydride and sodium 
succinate, a second or isophenylcrotonic acid was subsequently pre- 
pared by Perkin, the formation of which received the following 
interpretation : 

CeHsCHO: CeHfi.CH 



CiHaCOOH - CCOOH + HoO + COo 

I •"•' I 

CH,. iCOaH CH3 

Fittig,' who had been engaged in a careful study of the unsaturated 
acids, WAS unable to reconcile the properties of the two phenylcrotonic 
acids with the respective formulae assigned by Perkin. The afi 
unsaturated acids possess the following properties in common: 
the additive compounds with hydrobromic acid, when heated in 

* According to Michael (J. prakt. Chem., 1890, 60, 8C8) Strw'ker was the first to 
propofie this formula in his Lehrbueh^ 

* Ttana. Chem, Soe., 1877, 32, 889. * Ber,, 1894, 27, 2C68. 
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aqueous soluii^ii, eiQier lose hydrogen bromide and pass back into 
the original compound, or the bromine atom is replaced by hydroxyl, 
whilst in alkaline solution, carbon dioxide and hydrogen bromide 
are removed, and an unsaturated hydrocarbon results. /9-bromo« 
phenylpropionic acid reacts in the following way : 

1, CjHftCHBr.CHg. COOH = CeH^. CH:CH.COOH + HBr 

2. CeHfiCHBr . OHj . COOH + H^O 

- CeHfiCHCOH) . CHj . COOH + HBr 

8. CeHfiCHBr . OH, . COONa = C^BfiR : CH, + NaBr + CO, 

It was the first and not the second phenylorotonic acid which behaved 
in this way and gave with sodium hydroxide solution the unsaturated 
hydrocarbon, methylstyrene, C5H5CH : CHCH3. The two formulae 
must consequently be reversed. It follows, therefore, that in the 
reaction between benzaldehyde and propionic acid, it is the ot-carbon 
of the acid which attaches itself to the carbon of the aldehyde 
group. ^ 

In order to follow the phases of the second reaction, Fittig and 
Jayne' repeated Perkin's experiment with benzaldehyde, succinic 
anhydride, and sodium succinate, but at a temperature of 100^ instead 
of 180°, with the following interesting results : no carbon dioxide 
was evolved, but phenylparaconic lactone was formed, which, on 
heating, evolved carbon dioxide and yielded isophenylcrotonic acid. 
Fittig explained the changes as follows : 

COOH COOH 

.ir - I 



CcHfiCHO + CHj.CHj -♦ CcHgCHfOH) . CH . CHj - 

COOH COOH 



COOH 

I 
CcHs . CH . CH . CH J -♦ CeH^CH : CH . CH,COOH + CO, + H,0 

t I 

CO 

Phenylparaconic lactone Isophenylcrotonic acid. 

The production of a hydroxy compound, which, as in the aldol 
condensation, Fittig assumed to represent the first phase of the 
process, was rendered still more probable by the formation of phenyl- 
hydroxypivalic acid from benzaldehyde and sodium isobut3rrate in 
presence of acetic anhydride.' 

* This view had already found expression in MarkownikofTs law, Annalen, 
1808, 146, 848, and had been further insisted on by Michael {Ber,, 1878, 11, 10J6). 

* AnnaUn, 1882, 216, 97. > Annalen, 1882, 216, 115. 
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CH3 OH3 

0,Hg . CHO + CH . COONa - C«Hj . CH{OH) . C . COON» 

I I 

CHj CH3 

Phenylhydroxypiyalic acid. 

Fittig found, moreover^ that in the preparation of phenylparaconie 
lactone at the lower temperature, acetic anhydride may replace with 
advantage succinic anhydride, and this led him to infer that it is the 
aldehyde and the sodium salt which interact, and not^ as Perkin had 
assumed, the aldehyde and anhydride. By conducting the process 
at 100° he in fact obtained, from benzaldehyde, sodium propionate 
and acetic anhydride, phenylcrotonic acid, and from sodium butyrate 
and acetic anhydride, phenylangelic acid. The fact that Perkin had 
obtained cinnamic acid from benzaldehyde, acetic anhydride, and 
sodium propionate now received a simple explanation, for if the 
reaction is conducted at 100*^, the sodium salt of the acid reacts, 
whereas at 180° double decomposition will occur between the acetic 
anhydride and sodium propionate or sodium butyrate, jrielding sodium 
acetate and propionic anhydnde or butyric anhydride. The sodium 
salt then produces, with benzaldehyde, cinnamic acid. Fittig*s view 
received apparent confirmation from the experiments of Stuart,* who 
prepared analogous compounds with malonic and isosuccinic acids, 
both of which are incapable of forming anhydrides. Fittig then drew 
the following conclusions: Perkin's reaction occurs between the 
aldehyde and the sodium salt of the acid in two stages ; in the first 
a hydroxy compound is formed, condensation taking place between 
the aldehyde and ot-carbon of the acid ; in the second, water is 
eliminated. In the case of polybasic acids a lactone may be formed 
from which water and carbon dioxide can be removed on heating. 
In spite of apparently convincing proofs, Perkin' did not relinquish 
his original view that the interaction takes place between the anhy- 
dride and the aldehyde, a view which is also shared by HichaeL 
Perkin pointed out, for example, that the formation of phenylangelic 
add on heating a mixture of benzaldehyde, sodium butyrate, and 
acetic anhydride to 100° does not prove that combination occurs 
between the aldehyde and the sodium salt ; for, in the first place, 
cinnamic acid cannot be formed under any circumstances at this 
low temperature, and secondly, the sodium salt and acetic anhydride 
react readily at 100° to form sodium acetate and butyric anhydride, 
and the same is true of the salts of other higher fatty acids.' Perkin 

1 Ber., 1888, 16, 1486. > Trans. Chem, Soc, 1886, 47, 817. 

* Michael, J. prakt, Chem, 1899, 60, 861. 
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sujrgcAted that in the preparation of cinnamio acid, the benzylidene 
diacetate, which is produced by the interaction of benzaldehyde and 
acetic anhydride, and which is known to decompose into cinnamio 
acid, may undergo isomeric change and then loee a molecule of acetic 
acid* 

yOCOCHa .0 . CO . CH3 

\0C0CHs ^CHj . COOH 

-► C«Ha.CH:CH.C00H + CjH40a 

Perkin*s theory of the process bears a strong resemblance to that 
recently suggested by Claisen' toexplain the aeetoacetic ester synthesis. 
These conflicting results are difficult to adjust, and the question of 
the course of the reaction must be left for the present undecided. 

Thorpe's Heaction. A veiy different reaction from the foregoing 
has already been referred to in the introduction to this chapter, namely 
one involving isomeric change between molecules or parts of a mole- 
cule, a reaction which has been introduced and elaborated by Thorpe 
and his co-workers.' To take a simple case^ sodium cyanacetic ester 
combines with cyanacetic ester as follows : 



CoH.OOC . CHj 

+ HCNa(CN) . COOCjHj 

JN 



A, 



C2H5OOC • Clig 

q : NH) . CN«(CN) . COOCjHj 

A similar reaction takes place trhen a cyanogen group is rendered 
acidic by attachment to a benzene nucleus : 

CHjCN + H,C(CN) . COOCjHs - CjHjqNH) . CH(CN) . COOC^jHs 

^ 

Benzyl cyanide, which may be substituted for the molecule of cyan- 
acetic ester, condenses in presence of sodium ethoxide in a similar 
fashion : 

CeHfiCN + H^qCNAHfi « CeH5C(NH)CH(CN)CeH5 

These reactions serve admirably for preparing cyclic structures, 
provided two cyanogen groups are suitably situated within the 
molecule. 

On heating an alcoholic solution of o-xylylene cyanide with a 
little sodium ethoxide, ring formation at once takes place, with tho 
formation of a cydopentane ring : 

^ Bfr., 1903, Sa, 8C74 ; 1905, 88, 709. 

• Trn»fi. Chan. Soc., 1904, 85, 1726; 1906, 89, 1906 ; 1907, 91, 678, 1004 ; 19C3, 
93,165. 
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.CH,. CN 

c.hZ 

X!H,.ON 



-» CeH4<' ^C:NH 

CH(ON) 



and aS-dicyanovalerie ester (tetramethylene oj^anide not being avail- 
able for the purpose) gave a corresponding compound. 

CHj . CHj, . CN CH, . CH(CN) 

\C:N1I 

CHj.CH.CN CH,.CH 

I I 

COOCjHj COOC^j 

These compounds are readily hydrolysed by heating with dilute 
sulphuric acid, the C : NH group exchanging NH for oxygen. In the 
last example hydrolysis converts the cyanogen group into carboxyl, 
which along with that of the ester group is removed and cyclopen- 
tanone is formed. 

CHg . CH(COOH) CHj . CHj 

Sc:NH -♦ I NCO 

CH, . CH(COOH) CH, . CHj 

Naphthalene derivatives have also been obtained by condensing 

benzyl cyanide with sodium cyanacetic ester and then heating the 

product 

CM, CH, 

/""^/NciNH /V^:NH 



w y •'CH • COOC2H5 L Jv ydVL . COOCjHj 

CN C:NH 

With concentrated sulphuric acid the latter passes into the di- 
amino-compound and, finally, on hydrolysis of the ester group and 
heating, into naphthylene-diamine.* 

CH CH 

vC.NH, '^''V^C 




V^V^ 



;h 



M • COOC2I15 
C.NH, C.NH2 

Refebsvoes. 

HU $if¥Uheti8dun Darstdlungimetkodtn der K(Men$Uiff''Verbindungen, by K. Elba. 



Barth, Leipzig, 1889. 
Sjftiifuftitche Metkodm der orifaniscken Chemie, by T. Posner. Leipzig, 1903 

^ Trans. Ckm. Soc, 1907, 91, 1687 ; 1909, 96, 201. 
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Arbeitsmeihoden /iir crganMch-chemiach^ Labor<Uorien, 8rd ed., by LaaBar-Cobn, 
Yosa, Hamburg, 1902. 

Di§ Mdkodtn dtr wrganitchm Chemit^ yoL ii| part i, by Tb. Weyl. Thiome, 
Leipzig, 1911. 

II. UNION OF CARBON AND NITROGEN 

OurboiipVitrogeii Cludii Formatioii. In order to understand the 
prooeeses underlying ring formation in heterocyclic compounds con- 
taining nitrogen, it is desirable to consider first the various reactions 
which determine the simple linking of carbon and nitrogen. Com- 
pared with methods of union of carbon and carbon the number is 
much more restricted and the attachment generally less stable. 

Stttaiitatioii M^tliods. It is not always easy io differentiate 
between reactions effected by replacement and by addition. 

1. For example, the action of alkyl iodide on an amino or imino 
group, which appears to be one of simple substitution, cannot be 
explained in this way. Nitrogen, being more electronegative than 
carbon, should attach hydrogen more firmly, nevertheless alkyl 
halides have no action on paraffins. But if we suppose an additive 
compound to be first formed and hydrogen iodide then removed, the 
process becomes more intelligible. 

CH3 

— NHj + CHal -♦ — NH2 -♦ — NHCH3 + HI 

I 
Other reactions leading to the union of carbon and nitrogen by 
replacement are : 

2. The action of acid chlorides on amino- and imino-compounds, 
giving amides. 

8. The action of ammonia and amino-compounds on esters with 
elimination of alcohol, and, in some cases, on acids with separation of 
water, giving amides. 

4. The action of amino* or imino-compounds on unsaturated 
alcohols (tautomeric diketones and ketonic esters). 

>C=C(OH) + HN< -♦ >c=C— N< + Hj,0 

6. The action of aldehydes and ketones on amino-compounds and 
hydrazines, giving unsaturated compounds by removal of water. 

>CO + HjN— -♦ >C:N— + H31O 

6. The action of nitroso-compounds on the CHg group suitably 

situated. 

>CHa + ON— -*► >C:N— + HjjO 
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AdditiTO X^tliods. Among the methods are : 

1. Reactions by direct addition of unsaturated compounds, as in the 
formation of pyrazole from acetylene and diazomethane, 

CH CH. CH=CHv 

i„ ^ A - in=K>™ 

Acetylene. Diazomethane. Pyrazole. 

2. Reactions involving intermolecular isomeric change of the 
following general form : 

NHo + CN-HN.C:NH 

II II 

This reaction has been frequently applied in ring formation, as in 
the case of amino>indole, which is prepared from o-amino benzyl 
cyanide in presence of alkalis ; ^ 

CHj CH 

^ \c.Nn, 




NII2 SH 

8. Another reaction of the same type is that of the union of 
a saturated amino-compound with an unsaturated acidic group. 

— NHa + >C:C< = NH.C— CH 

Piperidine combines with fumaric and other unsi^turated esters.' 

HC . COOC2H5 CjHjoN . HC . COOCjHj 

C5H10NH+ II - I 

HCCOOC^H^ H,C.C00C,H5 

4. Intramoleoular change effected by Beckmann's reaction (Part II, 
p. 8d6), is one which has also been used in ring formation.' The 
oxime of cydopeutanone gives piperidone, 

CHj— CHj CHj-CHj-<30 

I \C:N0H -^ I 

CHj — CH2 CHj — CHj— 'NH 

Cyolopentanone oxime. Plperidone. 

Stabilitj of Carbon-Hitrogen Chain Formation* The attach- 
ment of carbon and nitrogen such as occurs in the case of the amines 
and amino-compounds, in which both atoms are saturated with 

1 Paehorr and Hoppe, Ber., 1910, 48, 584. 

* Btthemann, TruTis, Chem. Soc., 1898, 78, 728. 

• Kipping, Pne. Chem, Soe,, 189^ 0, 240 ; Wallacb, ^nno/en, 1900, 812, 171 ; 
Bamberger, Ber,, 1894, 27, 1954, 2795. 
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hydrogen or hydrocarbon radicals (forming the group CHj . NRJ is 
about as stable as the carbon-carbon union in paraffins. The most 
drastic treatment will rarely sever the carbon from the nitrogen. 
This condition is, however, greatly modified if the hydrogen of the 
CH2 group is replaced by oxygen. The basic character of the 
nitrogen is not only greatly weakened, but the new group, GO . NRj , 
which is characteristic of the class of amides, is readily hydrolysed by 
alkalis, and the carbon and nitrogen separated, the former ascarboxyl 
and the latter as ammonia or amine. This effect of oxygen in 
weakening the attachment of the neighbouring atom seems to be 
common to all chain and ring formations. 

The union of unsaturated carbon and nitrogen (RG-N, RN:C, 
RjC : NR) which occurs in such compounds as the cyanides, iso- 
cyanides, oximes, hydrazones, &c., is likewise readily severed by 
hydrolysis with acids. It may be convenient here to draw attention 
to the nature of the nitrogen-nitrogen combination occurring in carbon 
compounds. It appears at first sight somewhat remarkable that the 
union of 'nitrogen with itself should be so much less stable than that 
of carbon. Garbon, it is true, is electrochemically more inert than 
nitrogen, which is the more electronegative element ; but it seems 
scarcely adequate for explaining the fact that a chain of at least sixty 
carbon atoms may exist in a stable condition in the case of the 
paraffin hexacontane, GeoHi22t whilst the longest chain of nitrogen 
atoms saturated with hydrogen or hydrocarbon radicals, so fiir pro- 
duced, contains only three nitrogen atoms. The substance in question 
was obtained with great difficulty by Thiele ^ by the reduction of the 
corresponding unsaturated triaaene compound in the cold, but is of 
so unstable a character that it decomposes above 0^ and could not bo 
isolated in the pure state. 

NHjv NHjv 

>G.NH.N:N.GONHa -► >G. NH.NH.NH.CONHa 
NH^ THK^ 

Triazene compound. Triazane compound. 

Unsaturated nitrogen chains are much more stable and maybe obtained 
with comparative ease, containing two, three, four, and five atoms of 
nitrogen, as in the diazo- and the diaEoamino-compounds, R.N=N. 
NH.R, the diazohydrazides, RN=N . N(R) . NH^, the tetrazones 
RjN . N=N . NR2, and the bis-diazoamino-compounds, obtained by 
combining two molecules of a diazo-compound with one molecule of 
ammonia or amine, R . N=N . NH . N=N . R. None are, however, 
very stable, and all readily decompose with acids or when heated, 

> Annakn, 1899, 806, 84. 
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giving off nitrogen, often with explosive violence. The longest 
unsaturated chain do far obtained is tetrapbenyloctazene, and contains 
eight nitrogen atoms. ^ 

C«H5N:N.N(CeH6).N:N.N(0eH4)N:N.C«H5 

Tetraphenyloetazene. 

Only a very minute quantity was prepared, as it rapidly suffers 
decomposition. 

Bing Formation. Ring fonnation seems to be governed by the 
same general principle which underlies that of the carbo-cydio com- 
pounds, that is, the stability increases up to five and six-atom rings 
and is not seriously affected in such cases by the replacement of carbon 
by nitrogen at least to the extent of four atoms ; in fact, unsaturated 
ring systems of five atoms appear to increase in stability with increase 
in the number of nitrogen atoms up to the above number. In con- 
sidering the stability of ring structures containing one nitrogen atom 
it is interesting to follow the formation of the latter by the general 
method of heating the hydrochloride of the diamine, when ammonium 
chloride i% removed and a saturated ring system produced. Tetra- 
methylene-diamine hydrochloride, for example, gives pyrrolidine. 

Cxig • 01x2 • NIxg • IxGl Glig— -OH] 

Snh + NHia 

Gxig • Clig • NMg * SCI GHg — CMg 

The same reaction takes place with pentamethylene-diamine, giving 
a six-atom ring ; but the higher homologues give other products. The 
compound obtained by heating octomethylene-diamine and which was 
formerly supposed to yield a nine-atom ring has been shown to be 
butyl pyrrolidine. 

I I 

Gxio . Gilo . GM« . GIx« . GBl GMa 

\/ 
NH 

Although the four-ring system, trimethylene-imine, is produced by 
heating the hydrochloride of trimethylene-diamine, its formation is 
accompanied by a variety of complex by-products, whilst the corre- 
sponding ethylene-imine cannot be prepared by this method. Thus 
the five and six-ring systems appear to be the most stable. 

Trimethylene-imine is probably produced by heating bromethyl- 
amine with potash, when hydrogen bromide is removedand a compound, 

1 Wohl and Sehiff, B^., 1900, 83, 2745. 
FT. Z B 
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C2H5N, foimed ; nevertheleas the substance behaves in many respects 
like an unsaturated compound^ uniting with hydrogen chloride, giving 
chlorethylamine, and with sulphurous acid to form taurine. On the 
other hand, it may be argued that ethylene oxide shows the same 
tendency to pass into an open-chain structure by addition, so that 
at present no definite conclusion can be reached. Marckwald' is 
inclined to adopt the ring formula on the ground that the product 
of the action of benzenesulphonic chloride is insoluble in alkalis and 
consequently the original nitrogen was present as an imino group. 

A trimethylene-imine ring can be prepared from trimethylene 
bromide and toluene sulphonamide. 

61*0112 CM] 

CHa . CeH^SOjNH, + \cH, - CH3 . CeH^SOjN/^JHj + 2HBr 

BiCH, CHj 

From this, the toluene sulphonyl group may be removed by reduction, 
leaving trimethylene-imine in the form of a liquid boiling at 68^ 
with a strong anmioniacal smelL Like ethylene-imine it is very 
unstable and readily passes into an open chain by the action of acids. 

Oarboa-Vitrogmi Ming Formation. The various types of re- 
actions summarized in the foregoing paragraphs will explain the 
greater number of processes applied to the formation of hetei'ocyclio 
ring systems, containing nitrogen. As the synthesis of six*atom 
rings containing one nitrogen atom will be discussed later under 
alkaloids, we shall illustrate the above reactions by reference to 
five atom rings containing from one to four atoms of nitrogen.* 
An attempt to extend the study to other ring systems would occupy 
more space than the theoretical value derived from such a compre- 
hensive treatment of the subject would warrant. 

The system of nomenclature applied to these five-atom ring struc- 
turos is to indicate the number and position of the nitrogen atoms 
in the first part of the name, to which the suffix -ole is then attached. 

8'HC-CH8 HC-CH HC— CH 

2'Hi! Ih2 hH U 

\y \y \/ 

INH NH CH 

Pyrrol.. I . i Diaxolflb 2 . 2' DU«>l.b 

> Btr., 1899, 32, 2080. 

* An acoount of 6-meinb«red carbon-nitrogen ringa ii given by Ciamlcian. 
Btr., 1904. 87. 4200. 
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J 



HC-CH 

II 
K 

1.2.2' 
Triazole. 



N-CH 

II II 
HC N 

\/ 
NH 

1.2.8' 
Triazole. 



HC— N 



HC N 

\y 

NH 

1.2.8 
Triazole. 



N— N 

II II 
HC CH 

1.8.8' 
Triazole. 



HC— N 

II II 
N N 



^ 



H 

Tetrazole. 



H^C 



The various reduction products are indicated by adding the termi- 
nation -ine to the name if two hydrogen atoms are added, and if 
four hydrogen atoms are introduced the termination -idine is added, 
whilst the presence of a ketone group in the ring is indicated by the 
suffix -one, &c. Thus pyrrole forms on reduction the compounds 
pyrrolineand pyrrolidine, and if, in the last, two hydrogen atoms are 
replaced by oxygen, the product is called pyrrolidone. 

HoC— CH H«C-CHj HoC-CO 

I II II II 

CH HoC CHa HoC CHa 

\y \/ \/ 

NH NH NH 

PyrroHno. Pyrrolidino. 8. Pyrrolidone. 

The parent substances themselves exhibit for the most part weak 
basic characters, due no doubt to the acidic character of the unsatu- 
rated nucleus, for the basicity is immediately enhanced on reduction. 
Whereas pyrrole is weakly basio as well as weakly acidic (the 
hydrogen of the NH group is replaceable by alkali metals as in 
phenol), pyrroline has all the properties of a secondary base and 
pyrrolidine is still more strongly basic, with an ammoniacal smell 
resembling piperidine. 

Among the methods used for obtaining members of the pyrrole 
series are : 

1. The action of ammonia on 1 . 4 diketones which follows the 



course 



B 
CHjr-CO 



CH,— CO 



CH 



CH 



B 

i. 



OH 



NH, 



B 
CH-C.OH 



C.OH 

I 
B 

B 



i 



H-C.NH, 

I 
B 



CH 



i 



H 



Nnh+h,o 

i 



th«t is, the diketone iaomeriaes to the tautomerie form. 

8 2 



260 CHAIN AND RING FORMATION 

2. The action of heat on glutamic acid, 

yCOOH 

CH,— OH CHj— CH . COOH 

I \nH, -. I ^NH 
CHj— OOOH CHjj— CO 

8. Succinimide, derived from succinic anhydride by the action of 
ammonia, may be regarded as a pyrrolidone, for it may be converted 
into pyrrolidine on reduction with sodium in alcoholic solution. 

4. Pyrrolidine is also formed by heating the hydrochloride of 
tetramethylene diamine, or by removing hydrogen chloride from 
5-chlorobutylamine. 

CHj.CHj.NHj CH,.CH,v 

I -^ I >NH + HC1 

CHj.CHj.Cl CHj.CH/ 

6. Pyrrole itself is prepared by heating ammonium mucate, which 
is probably converted into the intermediate form, and then reacts 
with ammonia, at the same time losing carbon dioxide and water.^ 

HC— CH HC— CH 

II II NH, II II +2CO, + 2H,0 
HO.C C.OH -♦ HC CH 

I I \y 

HO.OC CO. OH NH 

It should be pointed out that the stability of the ring is greaUy 
weakened by attaching oxygen to the carbon members of the 
ring. Succinimide, for example, is readily hydrolysed and the ring 
broken. But the non-oxygenated derivatives are comparatively 
resistant to ring cleavage. It can, however, be effected if the open 
chain is prevented from dosing by the presence of a reagent with 
which the compound can combine. Thus, the pyrrole ring can be 
broken by alkalis in presence of hydroxylamine. Water is taken 
up, ammonia expelled, and the dialdehyde, thus produced, unites with 
the reagent, 

HC— CH H,C— CH, HaC-CH, 

II II +2HjO - 11+ NHj-t^ I I 

HC CH OHC CHO HON:CHCH:NOH 

NH 

Pyrazole and its homologues have weak, but distinctly basic pro- 
perties, forming salts and double salts and behaving as secondary 
bases. 

> Ciamieian, Bcr., 1904, 87, 4206. 
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Its formation, and that of its numerous derivatives, may be 
aoeomplished by an extraordinary variety of synthetic methods. 

1. A process of addition is illustrated by a method corresponding 
to the formation of pyrazole from acetylene and diazomethane 
already referred to (p. 204). Other acetylene and define derivatives 
may be substituted for acetylene, and diazoacetio ester for diazo- 
methane. Fumaric ester unites with diazoacetic ester thus : 



CH . COOC2H5 HC . COOC2H5 C2H5OOC . C — C . COOC3H5 

+ 11 - II II 

=N HCCOOCgH^ N C.COOCjHj 



A 



Yh 



H 

Where open-chain compounds combine by substitution, it is 
requisite that union takes place at two points. Combination, with 
simultaneous elimination of halogen acid and water or alcohol, is 
illustrated by the following: 

Epichlorhydrin and hydrazine combine in presence of zinc chloride, 
and at the same time hydrogen is eliminated and pyrazole is formed. 

CH4-CH . CHoCl HO . CH=CH-^CII«C1 HC=CH— CH. 

O HjjN ^NH, HN NH 

HC CH 

NH 

)3-Chlorobutyric acid and phenylhydrazine give 2-phenyl, 8- methyl, 
1-pyrazolidone, which, on oxidation, gives the corresponding pyra- 
zolone : 

CH3— CHCl— CH, CH«.CH— CH« CH3.C=CH 

I -> . I I II 

COOH C.Hfi.N CO C0H5.N CO 

\/ V 

CfiHfi . NH— NH, NH NH 

Phenylmethyl Phenylmethyl 

pyrazolidone. pyrazolone. 

)3-Iodopropionic ester and phenylhydrazine react in a similar 

way. 

CHttI— CH« HoC— CHo 

i II 

NH, COOCjHj -• HN CO +C.HsOH + HI 

NH.C,H, N.C.H5 

Substitution and intramolecular isomeric change occurring together 
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are illustrated by the union of acrolein and acrylic acid with hydrazine 
and its deriyatiyes: 



HC— CHO 


H,C-CH 


HC— CO . OH 


H,0— CO 


H,C NH, 


H,C N ' 


H.C NH, 


H„C NH 


/ 


\/ 


/ 


\/ 


HjN 


NH 


H,N 


NH 



But the most prolific source of pyrazole compounds is that 
furnished by the method of Enorr, namely, the interaction of 1 . 3 
diketones or ketonic esters with hydrazines. The most familiar 
example is that of acetoacetic ester and phenylhydrazine : 

Cxi3 • CO • CMg CH3 • C — CHa 

I -► II I +C.H,OH + H,0 

NH, C0.0C,H. N CO 

\ \/ 

NH N 

CjHj CgHj 

If a 1 . 8 diketone is used in place of a ketonic ester two molecules 
of water are removed and no oxygen appears in the product. Acetyl 
acetone and hydrazine react thus : 

CH3.CO.CH, CHj.CO.CH CHj.C— CH 

NH, CO.CH3 ~* NH, COH.CHs"* N C.CH, 

\ \ V 

NH, NH, NH • 

2 . 2' diazoles (glyoxalines, iminazoles) are stronger bases than 
the foregoing and form stable salts with acids. The common method 
for obtaining them is by the combined action of ammonia or amine 
and aldehyde on an ortho diketone : 

B— CO R-C-Nx. 

I +0CR + 2NH, = II >C.R + 8H,0 

E— CO I B-C-NH^ 

H 

Another method is by the removal of a molecule of acid from 
a diacyl diamine : 

CH,— NH . COC H. CH,- N v.^ 
I - I ^C.C«Hj + C,H,COOH 

CH,— NH . COCjH, CH,— NH/ 

Finally, the linking of a molecule of urea with chloracetal and 
removal of alcohol gives a diazolone. 
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> 



CHCOCaH^), NII2 CH=N 

+ \co -* I yco+2C^K fin 

CHjCl NH, CHa— NH 

CH— NH 

>C0 
CH—NH 

The 1 • 2 • 2' triazoles (osotriasolea) are mostly oils with an alka* 
loidal amelly and weak basic characters. At the same time they are 
remarkably stable towards oxidising agents, the side-chains being oxi- 
dised like those of benzene deriyatives to carboxyL Nitro-compounda 
and sulphonic acids can also be obtained by nitration and sulphonation 
in the ordinary way, whereas, in the case of pyrrole and pyrazole 
deriyatiyes, special methods are requisite.^ y. Pechmann was the 
first to prepare them by a reaction which illustrates the greater 
stability of the fiye-carbon oyer that of the six-carbon ring. When an 
osazone is oxidised it is conyerted into a tetrazone, which, by the 
action of dilute mineral acids, loses one nitrogen group as primary 
amine. 

B . C : N . NHCells R . C=N— N— CeHa 

B.CrN.NHCeHj ^ B.C=N— N-C.Hg 



.C:N.NF~~ ~* ~ " - 

I V . C,Hj + C,H.NH, + O 



The froe oxygen, which is liberated, acts upon and resinifies 
a portion of the material. 

A second method consists in remoring, by means of acetic an- 
hydride or dilute alkali, the elements of water from the hydrazoxime 
of a 1 . 2 diketone, 

R . C=N . NHC„H, R . C=N. 

I — I Nnc^h, 

R.C=N.OH R.C=n/ 

The 1.2.8' triazolee contain the atoms of the ring in the order 
— C — N — C — N — N — so that such combinations as the following 
might be anticipated : 

1. —CO NHj.CO 2. — CO.NH.OOOCjHj 

I + I 

OH H,N.NH +NH,.NH— 

* ZndU- Mnd Pymlgrupp*, by Angeli. Ahreiu' r9rMt$, 191^ 17, 819. 
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8.— CO.NH, + CO 4. — CO.NH-C 6. ILN— 

I II II 

H,N— NH H,N— N — OC.HN— N 

All these processes can be applied in one form or another, and one 
ample will be given of each. 

1. Formic acid combines with phenylsemicarbazide : 

H,N— CO N-CO 

I — II I 

H— CO NH HC NH 

/ / \/ 

OH NH.C,Ha NC«Hj 

2. Phenylbydrazine reacts with acetylurethane : 

CH,.CO— NH CH3.C-NH 

I — II I 

H.N COOC.Hj N CO 

\ \y 

NH.C,Hj N.C,Hj 

3. Formamide and formylhydrazide give triazole : 

NH, OCH N-CH 

I + I — II II +2H,0 

HCO NH HC N 



»^ ^ 



NH 

4. The fourth and fifth reactions are illustrated by intramolecular 
combination as follows : 

HN— C . CO . CHa N— C . COCH3 

CH3CON CH,.C N 

/ \y 

nN.C,H, N.C^Hj 

6. Formylthiosemicarbazide giTco, on heatings mercaptotriazole, 
which, on oxidation with hydrogen peroxide, losea sulphur: 

H^N-C.SH N— C.SH N— CH 

HCO H -* hH -^ hU 

X/ \/ \/ 

NH NH NH 

An interesting example of intermolecular isomeric change is that 
of the action of phenylcyanide on phenylbydrazine^ which occurs in 
several phases ; 
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HN + ON . CgHj 



C,HaON + NH, . NH . C^H^ - CjHj . C NH, 

NC,Ha 

HN HjN.C.CoH. N— C.C.H, 

11 II II II 

-» C,Hj.C N -♦ CjAjC N 

NCbHj NCsHj 

1.2.8 triazoles belong mainly to the aromatic series in the form 
of azimidobenzene and its derivatives : 





Azimidobenzene. 

and few members of the single-ring system, obtained by direct 
synthesis, are known. Like the foregoing, they are very stable, and 
may be obtained indirectly by oxidising and removing the benzene 
nucleua Thus, azimidobenzene on oxidation gives the triazole dicar- 
boxylic acid, from which carbon dioxide may be removed : 

HOOC . C— N HC— N 

HOOC.C N "* HC N 

\/ \y 

NH NH 

As azimidobenzene and its derivatives are readily prepared by 
a variety of methods, the formation of single-ring compounds affords 
no difficulty. The union of acetylene dicarboxylio ester with diazo- 
benzolimide is an interesting modification of the pyrazole synthesis 
described on p. 204. 

N=N C . COOCoHfi N— C . COOCoHj 

\/ + III -^^ 1! il 

NC.H^i C.COOC2H5 N C.COOC2H5 

NCeH, 
Diazobenzolimide also condenses with ketones, 1 • 3 diketones, and 
ketonie esters.^ 

r? + -f « ^ Nn£(OH)R -. N'g&TB 

M.CiH, CO.B HN.C,Hj N.C,H, 

> DimroUi, Btr., 1906, SO, 8920. 
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- Diazoaoetamide, wh«n warmed with alkali, is converted into tri- 

azolone: 

CH— CO N— €H. 

N=N NH, N CO 

Vu 

The 1.8.8' triazoles, the fourth group of isomers, may be prepared 
from phenylthiosemicarbazide, CeH^NH . CS . NH • NHj. On treat- 
ment with an acid chloride (benzoyl or acetyl chloride), the change 
occurs as follows : 

N--N 

II II 
— > HC C • G0H5 

\/ 
N.CeHj 

The sulphur can then be removed by oxidation. 

Diphenylthiosemicarbazide and carbonyl chloride can also be con- 
verted into a triazole derivative : 



N— NU 


N— N 


II 1 


II II 


HS • C OC . Call K — 


♦ HS.C C.CcH, 


\ 


\y 


NH.OeH, 


N . C,H8 



N— NHCcHa N-N . C^U^ 

ns.cll +C18C0 - Hs.dl ico +2Hci 

NHaH* NC«H. 



A reaction, which illustrates the greater stability of a five^atom 
compared with a six-atom ring, is the conversion of bis-diazoacetic acid 
by treatment with strong caustic potash into a triazole derivative : 

N— N. N-N 

COjH.Of >C.COsiH -♦ II It 

NH— NH COjH.O C.COjH 

N.NH, 
Tetra'ole should be represented by two isomeric compounds. 

N-CH N— N 

II II I 

N HC N 

\/ \/ 

NH NH 

1 . S . 2' . 8 Tetnzol.. 1.2.3.3' Tetrazolo. 



& 



As a matter of experience, only one (the first of the above) is 
known. It is, in short, a case similar to that of methylp3rrazole 
(Part II, p. 828), or of the single oitho compound in the benzene 
series. 
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The ietrazoles are remarkably stable substances. Oxidation will 
destroy a side-chain, but leaves the tetrazole nucleus intact Moreover, 
ietrazoles are characterised by acidic properties, in which the 
hydrogen of the NH group is replaceable by metals. 

There are numerous methods by which the ietrazoles have been 
prepared, among which the following are included : 

Bladin, who prepared cyanamidrazone by the action of cyanogen 
on phenylhydrazine, obtained the first tetrazole compound by acting 
on the former with nitrous acid : 

(CN)C— NHjj (CN)C— N 

\ I 

NH OH 

CjHj C,Hs 

Hydrolysis converts the eytmog^n group into carboxyl, and oxida- 
tion has the same effeot on the phenyl group. On splitting off 
carbon dioxide, tetrazole itself is formed as a solid, melting at 166°. 
Benzylidene amidine is converted by nitrous acid into the diazo- 
nitroeamine, which passes on reduction into 8-phenyl tetrazole : 

O.HsC— NHj C^Hj , C— N C^HjC - N 



Y 



1 II- - 1'- It 



KH N NOH N N 

NO NH 

Hydrazides behave like the amidines with nitrous acid : 
0,HjC— NH, C^Hj . C— N 



II P 



N N -•» N N +2H,0 



\ I \/ 

NH, OH - NH 

Aminoguanidine, inasmuch as it resembles a hydrazide, undergoes 
a similar change, and gives aminotetiazole. 

The action of nitrous acid on the nitrate of the base gives a diazo- 
compound, which changes into the ring compound.^ 

HNO3 . NHj . C— NH HNO3 • NHj, . C N NH, . C— NH 

Y 

1 Thiele, Annalgtif 1892, 270, 1 ; Hanizsoh and Yogi, AnnaUn, 1901, 314, 889. 
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In the same way pheuyUhiosemicarbazide may b& used, and the 
sulphur subsequently remoTed by oxidation : 

HN— NH, O N— N N— N 

J. II i II !l II 

80 HO— N -► HS.C N -• HO.C N 

NH.CjHj N.C,H, N.C,n, 

Hydroxytetraxole has been obtained by the action of sodium 
fulminate on azoimide.^ 

C N,==jCH 




1 



N.OH NU»N.OH 

N 

Six membered rings containing nitrogen are dealt with under 
Alkaloids (this volume. Part III). 

BSFSBENCES. 

Dt< heterocykli9chen Verbindungenf by £. Wedekiad. Yeit, Leipzig, 1901. 
Tk$ Organic Chemistry qf Nitrogen, by N. V. Sidgwick. Clarendon PreM, Oxford, 
1910. 

III. UNION OF CARBON AND OXYGEN 

Carboa-OzjrgMi Cnudn Formatioii. Chain formation between 
earbon and oxygen, in which both atoms are saturated with hydrogen, 
is represented by the alcohols and ethers. In the latter only can 
the union be regarded as a stable one, and the stability is greatly 
diminished, as in the case of the carbon-nitrogen linkage, by replacing 
the hydrogen of the adjoining carbon by oxygen. The esters, and 
still more the anhydrides, thus formed, are easily hydrolysed. 

CHo— 0— CHo CO— O— CHa CO— O— CO 

I 1 I I 

Elher group Ester group Anhydride group 

(•table). (leu eUble). (leant stable). 

Union between oxygen and oxygen is even less stable than between 
nitrogen atoms, as seen in the peroxides and ozonides (p. 119), which 
decompose with explosive force. As only peroxides of acid radicals 
are known, it is impossible to say whether those with hydrocarbon 
radicals would exhibit greater stability. 

Oarbon-OzTgtn Blaff Fomiation. When we apply these prin* 
ciples to ring formation we find, as befoi«, that they are not the 

m 

only factors in determining the stability of the system, but that it is 
I Palazzo and Marogna, Chem. Soc. Ala., 1918, i. 800. 
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also largely influenced by the number of atoms composing the ring. 
Ethylene oxide is a low-boiling liquid, which was first obtained by 
removing hydrogen chloride by means of alkali from ethylene 
chlorhydrin ; but it is extremely unstable^ exhibiting in yarious 
ways a tendency to cleavage at the carbon-oxygen link, and to pass 
into an open-chain compound. The number of representatives 
of four-atom rings containing oxygen in the ring is very small. 
Trimethylene oxide has been prepared, and is a liquid boiling at 
50^ ; but few of its derivatives are known. On the other hand, five* 
atom rings containing one atom of oxygen are comparatively stable, 
and comprise a very large number of compounds, termed furfurane 
derivatives. Though tetramethylene oxide, or tetrahydrofurfuran^ 
has been prepared, the furfurane derivatives are for the most part 
unsaturated, furfurane, the parent substance, having the formula, 

HO-CH 

11 II 
HC CH 

\/ 
O 

Furfurane. 

The scarcity of saturated ring compounds of this type would 
appear to indicate that they are not readily formed, and it is 
significant that among nitrogen ring compounds unsaturation has 
a distinct tendency in the direction of increasing the stability of 
the system. 

There are various ways in which furfurane compounds are obtained. 
The oldest method is to distil carbohydrates with dilute sulphuric 
acid, which produces furfuraldehyde. The same compound is ob- 
tained by distilling a pentose with hydrochloric acid (Part III, p. 18). 

iBoJjHC— CH/<^ HC— CH 

HiHC C/HiOHCHO -♦ HC C.CHO 



••••• •• ••# 



\. ...:::: i V 

0\H O 

Pentose. Farfnraldehyde. 

It is a colourless liquid with an empyreumatic smell, and boils at 
162\ It has all the characteristic properties of an aromatic aldehyde, 
yielding an acid, pyromucic acid, on oxidation, and an alcohol, 
furfuryl alcohol, on reduction. The former, on distillation with lime 
or baryta, yields furfurane. 
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HC— CH 

II II +00, 
HO CH 



Y 



HC— CH 

II II 
HC C.COOH 

o 

Pyromueie acid. Furfurane. 

Pyromucic acid is also obtained, as its name implies, by distilling 
mucic acid (PartlH, p. 29). 

: iiidiHC-CH/dH 



iHiOOCiHC C/H.OH 

\ ..-■.■.".' 

OiH 

Xucie acid. 



.COOH 



HC— CH 

II II 
HC C.COOH 



Y 



Pyromuoic acid. 



Certain 1 . 4 diketones, which can react in the enol form, also give 
furfurane derivatives : 



Clig — Cxi* 

I I 

R.CO CO.R 



CH CH 



R.C 

Ah 



HO 



C.R 

I 



HC— CH 

II 11 
R.C C.R 

o 



Thus, acetonylacetoacetic ester and diaeetoauccinie ester gire 
respectively the esters of pyrotritaric and carbopyrotritaric acids : 



HC- 



CHo • C 



OH HO 



C.COOR 

II 

Ct CH3 



>HH( 

Aeotonylaoetoaoetie ester. 



ROOC.C- 
CH3.C 



C.COOR 



OH HO 



C* C113 

I 



HC-C.COOR 

II II 
CII3C C • CM3 

\/ 



I^frotritarie eator. 

ROOC.O— C.COOR 
CH3 • C C • CII3 



Y 

GarbopTTotritarie ester. 

Among the derivatives of tetrahydrofurfurane containing oxygen 
in place of carbon may be included the lactones of y-hydroxy acids 
and anhydrides of the succinic acid series. 
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I I 

OC CH, 

V 



I I 

OC CO 



Y 



Succinic anhydride. 



Y-BtttjroUetone. 

both of which are easily hydrolysed. 

A compound isomeric with succinic anhydride is the lactone of 
y-hydroxyacetoacetic acid or tetronic acid, which behaves in many 
ways like a 1 . 8 diketone. 

HgC— 00 

I I 
00 CHj 



Y 



Tetronic acid. 

As in the five-atom ring systems, the commonest and most stable 
representatives of six-atom rings containing oxygen are unsaturated. 
Substances such as pentamethylene oxide, 8-valerolactone, and glutario 
anhydride are known, but the number is small, and they are readily 
converted into open-chain compounds. On the other hand, those 
derived from v- and ypyrone are numerous and compaiatively stable. 
As they are frequently met with among natural products, they 
poesess a special interest: 



CH 

hc/Njh 

ooic 
o 

a-Pyrone. 



H 



CO 

HC/\CH 

HclicH 



Tf-Pyrone. 



A further source of interrat lies in the fact that by the action of 
ammonia they readily exchange the oxygen of the ring for KH, and 
thus pass into pyridones or derivatives of pyridine. 



CH 

HC/\CH 
OcilcH 



NH, 



CH 
HC/\)H 

Ocl JcH 
NH 



CO 

hg'^Ndh 

HclJcH 



NH, 



CO 
HCK^H 



H 



V 



xm 



NH 



a-Pyrone. a-Pyridon«. 7-Pyrone. 7-Pyrldone. 

Among the natural sources of the simpler pyrono compounds is 
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opium, which contains meconic acid, which on heating passes into 
comenic add and pyromeoonic acid : 



CO 
Hc/Nc.OH 



• CX y/C» 



CO 

Hc/\c.OH 



CX)OH. CLJC. COOH COOH. CLJC] 

O O 

Uaoonic aoid. Comenie acid. 

CO 

HC/\3.0H 

HOsJcH 
O 

Pjromeeonie moid. 

Another natural source is the greater celandine {chdidonium majHs)^ 
which contains an alkaloid combined with chelidonic acid ory-p3rrone 
dicarboxylic acid. On heating, it loses carbon dioxide and forma 
comanic acid: 

CO CO 

COOH.olic.COOH "* HciJc.COOH 

Chelidonic acid. Comanic acid. 

Chelidonic acid has been prepared synthetically by condensing 
acetone with oxalic ester by means of sodium methoxide. Tho 
alcoholic solution yields, on boiling, chelidonic ester: 



CH, 
00 



BOOC.COOB 



A 



H, 



CHj.CO.COOB 

I 
CO 

I 



EOOC. COOB CH, . CO . COOB 

CH=0(OH) . COOB CH=C . COOB 

I I I 

-♦CO _► CO o 



A 



H=qOH) . COOB 



h 



H=C . COOB 



Coumalinic acid was obtained by v. Pechmann by warming malic 
acid with strong sulphuric acid, which removes water and carbon 
monoxide. Condensation may be represented as taling place by the 
union of the unstable intermediate product, formylacetic acid or its 
tautomeric form. 
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CHOH . COOH 

I 
CH, 

COOH 

Hftlic acid. 



CH.OH HC.COOH 

II II 

CH CH 

OC.OH HO 

Formylaeetic acid. 



CH 
HQ^^C.COOH 

OcljcH 
O 



Coumalinie acid. 
a-Pyrone oarboxylio acid. 

Dimethylcoumalinic acid (isodehydracetic acid) is another p3^ne 
derivative, which is prepared by the action of sulphuric acid on 
acetoaoetic ester and in other ways ; 

Cii3 

I 



CHj 
.OH 



A 



HO HC.COOR 

I II 

00. OR O.CH3 

/ 
HO 




Hc/\3. COOR 

6 



Dehydracctic acid was first obtained by Gouther from the residues 
from the preparation and distillation of acetoacetic ester, and is 
formed by heating acetoacetic ester alone or with acetic anliydride. 
Its structure has been the subject of much discussion, and the 
following alternative formulae have been proposed by Feist and 

^■^"'*' CO . CO 

HC/^H, 



CH3.CO.H 




oa Jc.cH, 
o 

Feist's formula. 



CHs.CO.CHj.Cv JCO 

O 

Collie's formula. 



One of the most interesting of the pyrones is the dimethyl deriva- 
tive obtained by heating dehydracetic acid under pressure and then 
dehydrating over sulphuric acid. It has also been prepared by the 
action of carbonyl chloride on the copper compound of acetoaoetic 
ester and hydrolysis of the resulting ester : 



Rooc.cn 



HC . COOR 



CH3 . CO— Cu— OC . CH, 
+ COClj 

CO 

ROOCC/^CCOOR 



ROOC.C- 

.1 



CH, 



— CO C.COOR 

OH HO.C.CH3 



CHaClJc. 
O 



— * 



CH, 



CO 
HO^^H 

CHjC^ Sj • CM3 



FT. X 
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It forms well-defined salts with mineral acids, the latter combining 
with the cyclic oxygen atom, which acts as a quadrivalent atom. 

Among the more complex of the pyrones are those in which the 
pyrone is fused with a benzene nucleus, in the form of benzo- and 
dibenzo-y-pyrone compounds, which may be regarded as the parent 

CO CO 

/V\cH 

o 

Benzopyrono 
(eoumarin). 

substances of a large and interesting variety of natural colouring 
matters belonging to the chrysin family, the structure of which has 
been determined in the majority of cases by synthesis. A study of 
these compounds is beyond the scope of the present chapter. 




Dibenzopyrone 
(zanthone). 



Reference. 
Di$ heteroeffklischm Vtr^indungenj by £. Wedekind. Yeit, Leipzig, 1901. 



CHAPTER IV 

DYNAMICS OP ORGANIC REACTIONS 

Op the various means which have been employed to obtain in- 
formation in regard to the mechanism of organic reactions, one of 
the most important is that afforded by a study of the velocity of 
change^ and of the way in which this velocity is modified by 
variations in the conditions under which a given reaction occurs. 
In the early study of chemical dynamics, chief interest centred in 
the discovery of simple reactions, which, by reason of their freedom 
from any disturbing complications, might be made use of in testing 
the applicability of the law of mass action to account for the observed 
course of the change. Now, however, that the mass law, under 
given conditions with respect to temperature and the nature of the 
reaction medium, has been definitely established as the factor which 
determines the course of a given change, the main object of a djrnamical 
Investigation lies in the information which it affords in regard to the 
mechanism by which the final products of a reaction are produced 
from the original substances. 

LAW OF MASS ACTION 

SiitovieaL That chemical change is not entirely determined by 
the operation of specific chemical afiinities appears to have first been 
recognized by Wenzel ^ (1777), who, from his observations on the rate 
of solution of metals in acids, arrived at the conclusion that the rate of 
chemical action is proportional to the concentration of the substances 
entering into the reaction. A similar view was put forward by Ber- 
thoUet in hiaEssai de 8tatigueChimique(lS0S). The&ct that Berthollet's 
views, supported as they were by experimental evidence of a convincing 
kind, had but little influence on the trend of chemical theory at this 
period was doubtless due in large measure to the erroneous conclusion 
which he drew in regard to the influence of mass on the composition 
of chemical compounds. The proof that such composition is quite 
independent of the quantities of the reacting substances tended to 

1 Lehn von der chMtitcken Vmcandtich^ft der KSfper, 1777. 
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bring the whole doctrine of mass action into disrepute, and for many 
years no further progress was made in the direction indicated by 
Berthollet's researches. 

In the fifties Rose* and Hakguti* called attention to phenomena 
which undoubtedly indicated the important part played by the 
quantities of the reacting substances in chemical change, but no 
generalization of any importance was drawn by these observers. 
About the same time, Wilhelmy ' studied the inversion of sucrose 
under the influence of acids, and arrived at the conclusion that the 
rate of transformation of the sucrose is at every moment proportional 
to its concentration. The agreement of the experimental data with 
the values, calculated from the equation which Wilhelmy deduced on 
the basis of the above proportionality, represents the first definite 
proof of the operation of mass in a chemical reaction according to 
a quantitative law (Part III, chap. 96). 

Somewhat later, Berthelot and St Oilles,^ in a detailed study of 
the formation and decomposition of the esters, showed that the 
relative masses of the various substances involved determined the 
direction of the change. Whether change occurs in accordance with 
the upper or lower arrows in the formula 

C2H4OH + CH3 . OO2H ji CH3 . COjC^jHj + HjO 

depends, at a given temperature, on the relative quantities of the 
four substances concerned. 

The part played by quantity or' the mode of operation of mass 
in chemical change was first enunciated, however, in the form of 
a generalized statement by Ouldberg and Waage* in 1867. If 
A and B represent two substances which are decomposed into A' 
and B^f and it is assumed that under the same conditions A^ and B^ 
can react to form A and B, then, under the influence of the chemical 
affinities and the active masses of the reacting substances, a state of 
equilibrium will be reached which can be represented in the follow- 
ing manner. If the active masses of A^ By A' and B^ be denoted by 
Pj 9> p' <^nd q' respectively, and the affinity coefficients of the reactions 
-4+5— ^A' + ^and -4.' + !?'— ►-l+^B are represented by A; and X;', 
then in the condition of equilibrium hpq « k'p'q' or k/V = p'^/pq, — 
constant. From experiments in which barium sulphate was treated 
with difierently concentrated solutions of potassium carbonate, or 

> Ann. Fhvtik, 1856, 94, 481 ; 1865, 05, 96, 284, 426. 

* ^iifi. Chim, Phys., 1857 {fi\ 51, 828. 

* ^fiM. Fhyaik, 1860, 81, 418; Otlnprald*8 KUmOcerj No. 29. 

« ^fifi. Chim. PAyt., 1862 (8), 65, 886 ; 1862 (8), 66, 5; 1868 (8), 68, 225. 

* Ostwald'i KUmiker^ No. 104. 
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with solutions containing both potassium carbonate and sulphate, it 
was shown that the equiUbrium condition in the reversible change 
BaS04 + K2CO3 :^ BaCOs *** ^2^04 is in agreement with the require- 
ments of this theory. In the equilibrium state, the opposing reactions 
are exactly balanced, and the velocities of two opposed reactions are 
accordingly measured by Jg^ and k^p^q^ respectively. In other words, 
the rate of progress of a change in which several substances react 
together is determined by a specific constant and by the product of 
the active masses of the reacting substances. 

In the further development of this idea, a certain amount of con- 
fusion arose in connection with the question whether the mass effect 
is solely dependent on the number of the reacting substances or on the 
number of the molecules of those substances which are involved in 
the actual molecular interchange. Kinetic considerations indicate 
that the latter view is the correct one, and thermodynamical reason« 
ing leads to the same result. 

Unmoleenlar Von-reverfldble Beactioiis. From the molecular 
kinetic standpoint, the simplest chemical changes ai*e those in which 
the product or products of a reaction are directly formed as a result of 
the transformation of the individual molecules of the original sub* 
stance. Such changes, which are not dependent on the interaction 
of two or more molecules, are solely determined by the law of 
probabilify. It is obvious that reactions which belong to this class 
ai*e necessarily limited to certain types. Amongst them we find 
changes in which complex molecules are decomposed into simpler 
molecules and those in which intramolecular rearrangements are 
involved. Although no reaction may be said to be absolutely iri^e- 
versible, those which belong to this group are characterized by the 
absence of any appreciable tendency on the part of the product or 
products of the reaction to react with the formation of the original 
substance. 

From the fact that a unimolecular change is not dependent on the 
interaction of two or more molecules, and therefore of the approach 
of such molecules within the range of intermolecular influence, it is 
evident that the speed of a unimolecular change is entirely in- 
dependent of the spacial distribution of the molecules, that is to say, 
of the volume occupied by a given quantity of the substance. Close 
packing of the molecules, which, in all cases where intermolecular 
actions are concerned, is conducive to increased speed of reaction, 
has no influence on the velocity of a unimolecular change. 

If a represents the original quantity of a substance per unit of 
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volume, (a - x) the quantity present after time i^ then at this moment 
the velocity of the unimoleeular change is given by 

dx/dt--k^{a-x) (1) 

which yields on integration 

Throughout the course of the reaction, the expression on the right 
side of the equation (2) must remain constant, and A^ , which is the 
so-called velocity coefficient, is solely determined by the specific 
character of the reaction, provided that the temperature and the 
nature of the medium, in which the change occurs, are prescribed. 

From equation (1) it is evident that the velocity coefficient re- 
presents the quantity of the original substance which would be 
transformed in unit time, if throughout this period of time the con- 
centration were maintained constant and equal to unity. 

If the integrated form of the equation is considered, it is further 
obvious that the time required for the transformation of a given 
fraction (1/n) of the original substance is independent of the initial 
concentration, for a/{a-x) « fi/(fi-l), and equation (1) may there- 
fore be written in the form 

< « r In 



It is also clear that the value of the velocity coefficient of the uni- 
moleeular change is not in any way influenced by the particular unit 
in terms of which the concentration is expressed. 

Velooitj of Zatramoleeiilar &e«rraiig«meiit in Salogen 
Acotajulidaa This intramolecular change affords an example of 
a unimoleeular non-reversible reaction. In presence of hydrogen 
chloride, acetylchloroanilide, for example, is gradually transformed 
into jhchloroacetanilide in accordance with the formula (Part II, 
p. 871) 1 

CCl 
HC/NCH 

HC 





\iO.CR. 



The rate of progress of the change can be readily followed by 
removing samples and adding them to excess of a potassium iodide 

^ J. J. BUnksma, Reo. Trav, Chim. dn Pays-Bos, 1902, 21, 860 ; 1908, 22, 290. 
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49.8 
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85.6 


0.189 


26-75 


0.140 


18.5 


0*140 


188 


0.188 


7.8 


.0.188 


4.8 


0.189 
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solution and titration of the liberated iodine. This iodine corresponds 
with the undecomposed aoetylchloroanilide present, for the |Hshloro« 
acetanilide is without action on the iodide. The following data were 
obtained in 20 % acetic acid solution at 25^ 

I {hours) 


1 
2 
8 
4 
6 
8 

As the numbers in the third column indicate, the progress of the 
reaction can be satisfactorily accounted for on the assumption that 
the reaction is unimolecular, or of the first order.^ 

Polymolociilar yon^rerersiUe Beaotioni. In contrast with 
changes of the first order, the speed of a reaction, which involves the 
interaction of two or more molecules, increases as the volume con- 
taining a given quantity of the original substance or substances 
decreases. Such diminution in volume is accompanied by an increase 
in the frequency with which the molecules enter into collision or 
come within the range at which interaction between the several 
molecules becomes possible. This concentration effect, which be- 
comes more pronounced as the order of the reaction increases, finds 
adequate expression in the equation which is obtained when the law 
of mass action is applied to a reaction of the second or higher order. 

In the many reactions which belong to this group, the molecules 
actually involved in the change may be all identical, or in part so, or 
they may all be different. So far as the dynamical course of the 
reaction is concerned, the nature of the reacting molecules is, how- 
ever, of no importance, the progress of the change duftog successive 
time intervals being solely determined by the number of the mole- 
cules involved in the actual process of molecular interchange. 

Bimolaoiilar BeaotioiUL Changes belonging to the polymolecular 
non-reversible group are of the most varied nature, and include poly- 
merisation phenomena, synthetic reactions, double decompositions, 
isomeric changes, &c As a first example, we may consider the 
saponification of esters by the alkali hydroxides. In the 'case of 

^ In view of the observations of Orton it would appear that the intramoleeular 
change of the chloroamine involves two stages and is therefore a composite re- 
action; cf. Orton and King, Trans. C9kem. Soe^ 1911, 99, 1809 ; also Orton and 
Jones, Trans. Chem, Soc.y 1909, 86, 1458. 
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a simple ester (that is, the ester of a monobasic aoid) the reaotlon 
is bimolecular, two molecules being involved, as indicated by the 
ordinary chemical equation 

CH3 . COAH5 + NaOH « CH3 . CO,Na + C^H^OH 

The saponification proceeds at a rate which can be conveniently 
measured at temperatures between 0^ and 25° if dilute solutions are 
employed. If the original solution contains a grm.-mols. (moU) of 
ester and b mols of hydroxide per unit volume, and if x mols of ester 
have been saponified after time t, the concentrations of the reacting 
substances at this moment will he a-x and h-x respectively. 
According to the mass law, the speed of the change will be given by 

dx/dt = fca(a-rt){6-x) 

and this on integration becomes 



A^ = 



In 



hia-x) 



{a-bjt '" a(6-x) 

In the following table are given the data obtained by Reicher ^ for 
the saponification of ethyl acetate at 15*8^ the alkali being present 
in excess (&>a) in the one experiment, whilst the ester predominated 
in the second (a>b). The quantities of saponified ester {x) are ex- 
pressed in terms of the standard acid solution which was used in 
following the progress of the change. 



Excess of aikali hydroxide. 


Excess 0/ ester. 




t {minutes) 


X 


^s 


t {minutes) 


X 


k. 
















— 


8.74 


7.76 


3.47 


2.57 


8.23 


845 


6.29 


11.49 


848 


608 


18.G9 


846 


10.48 


15*81 


8.48 


7.85 


17.97 


8.46 


1860 


18.22 


8-44 


9.57 


20.93 


8.41 


00 


29.03 


_ 


00 


2M2 


— 



If tlie reacting substances are present in equivalent propoi*tions 
(a s 6), the rate of change at time t is given by 

dx/dt — h^ia-xy 
from which i ^ 

*^ ~ r a (a - a?) * 

That this is in agreement with the actual course of saponification 
under these conditions is shown by the following data for an experi- 
ment at 24«7° with a solution in which the concentrations of both ester 
and alkali hydroxide were 0-025 mol per litre.' 

1 Annalen, 1885, 228, 257 ; 1886, 232, 103 ; 1887, 238, 276. 
* Arrhenius, Ztii.phys, Cfiem,, 1887, 1, 110. 
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8.04 


— . 


5*80 


0.0159 


4.58 


0.0157 


8.91 


00164 


8.51 


0.0160 


812 


0.0168 


2.74 


00160 


2.22 


0.0168 
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< (minutes) 



4 

6 

8 
10 
12 
15 
20 

Saponifioation experiments with different bases have shown that 
the reaction only proceeds in accordance with the above equations in 
the case of the strong bases, that is to say, those which are almost 
completely ionised in dilute solution. With weak bases the rate of 
saponification falls off very much more quickly than would be antici- 
pated on the assumption that the velocity is at every moment pro- 
portional to the product of the concentrations of the ester and the 
base. If, however, we assume that the active mass of the base is 
represented by that portion which is ionised, in other words, that 
saponification is due to the hydroxyl ion, the differences in the 
behaviour of strong and weak bases can be accounted for quite 
readily. From these observations it is necessary to conclude that 
the saponification of an ester should be represented by the equation 



uf 



CHs . COAH5 + OH' « CH3 . CO/ + CaHfiOH 



Termolaoiilar Von-raTersilile Beactiong. According to Noyea 
and Cottle,^ the reduction of silver acetate by sodium formate in 
dilute aqueous solution affords an instance of an organic reaction in 
which three molecules are involved in the intermolecular transaction 
which gives rise to the products of the change. The order of the 
reaction is therefore in agreement with what would be anticipated on 
the basis of the ordinary chemical equation, 

HCOjNa + 2CH3 . COgAg = 2Ag + CH;,C02Na + CH;jC02H + COg 
or, HCO2' + 2 Ag* = H* + CO2 + 2Ag 

In the investigation of the progress of this reduction pi*oce88, ex- 
periments were made at 100°, samples of the reaction mixture being 
forced over from the steam-jacketed tube into an ice-cold solution of 
potassium thiocyanate. By this means the reaction was brought to 
a standstill and the unchanged silver salt reacted with an equivalent 
quantity of the thiocyanate. 

Denoting the initial equivalent concentrations of the formate and 
acetate by a and &, then, if the i*eaction is of the third oinler, the rate of 

^ ZeiU physik. Chem,f 1898, 27, 579. 



/ 



282 DYNAMICS OF ORGANIC REACTIONS 

change when the original concentration has diminished by x will be 

given by 

dx/di = *3(a-a;)(6-4;)(6-ir), 

and this can be integrated and the termolecular velocity coefficient 
k^ evaluated in terms of a, b, Xj and t 

The following data were obtained in an experiment in which the 
initial a and b values were each equal to 0*05. For comparative pur- 
poses the values of the bimolecular velocity coefficient k^ are also 
given in the fourth column : 



t (minutea) 


X 


*. 


*a 












8 


0.00967 


85.8 


160 


8 


0.01841 


87.6 


1.46 


16 


0.02682 


88.8 


1.28 


25 


0.02952 


87.6 


1.16 


45 


0.08371 


87.4 


0.92 


80 


0.08950 


875 


0.75 



Comparison of the numbers under k^ and k^ shows that the former 
series is practically constant, whereas those of the latter series fall 
continuously as the reaction proceeds. In other experiments with 
different initial concentrations, the new values obtained for the 
termolecular velocity coefficient are approximately the same as in 
the example given above, and from this the authors conclude that 
the reaction in question is really termolecular. 

The number of such termolecular reactions is very limited, but 
a fuiiher example has been found by van 't Hoff in the polymerisation 
of cyanic acid, the mechanism of which is therefore in accordance 
with the equation ordinarily employed to represent the polymerisa- 
tion process, namely, 

3HCN0 = (HCN0)3 

In general, reactions of a higher order are quite exceptional. In the 
bromination of benzene, in presence of iodine as catalyst, Bruner 
claims to have found an example of a quadrimolecular reaction, and, 
if his conclusion is accepted, this reaction probably represents, from 
the point of view of the intermolecular transaction which is involved, 
the most complicated instance of a non-reversible organic change 
which has been dynamically investigated up to the present 

Determixiatioii of the Order of a Aeaotion. Since the ex- 
pressions for the velocity coefficients of reactions of the first, second, 
third, &c., order are quite different in form, it is evident that dyna- 
mical data may be utilised in drawing conclusions relating to the 
mechanism of any given change. In the following discussion of the 
methods which may be employed in such investigations, it will be 
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assumed that the reactions in question are of the non-reversible type 
and that the final products are directly formed from the initial 
reacting subBtanoes, 

Velooitj Coefieiont Metliod. The most obvious method of pro- 
cedure consists in the utilization of the dynamical data to calculate 
the uni-y bi-, ter-, and quadri-molecular velocity coefiicients. Accord- 
ing to whether hi, k2f k^, or k^ remains constant, the conclusion 
might be drawn that the reaction is of the first, second, third, or 
fourth order. Although the application of this method has led to 
results which, in a large number of cases, leave no room for doubt 
as to their validity, experience has shown that erroneous deductions 
may not infrequently be made from the observed constancy of one or 
other of the expressions for the velocity coefiicients. If, as the 
reaction proceeds, disturbances arise in consequence of the action of 
one of the final products on one or other of the original substances, 
it is evident that the data representing the progress of the reaction 
may indicate the constancy of a velocity coefficient which does not 
correspond with the real order of the reaction. On this account, 
measurements relating to the initial stages of the reaction will in 
general furnish a more satisfactory basis for the deduction of the 
order of the change. 

Initial Velocity Method. This method, first employed by 
van 't Hoff,^ involves the determination of the speed in the early 
stages of the reaction and of its dependence on the concentration of 
the original substance or substances. If the reacting substances are 
present in equivalent proportions, the average speed Vi during the 
initial stage of the reaction will be given by 

r,^-^^kC,-, (1) 

where C^ is the average concentration of the reacting substances 
during the time interval A^^ and n is the order of the reaction. If 
C, is the average concentration during a similar time interval Af, in 
a second experiment, then 



*'"=- Af. 



^* = *C,«. (2) 



From (1) and (2) q n 

or ^ logt?i-logt72 



logC^-logCj 

» studies in Chemical Dynamics, by J. H. van 't Hoff, trans, by T. Ewan. Williams 
& Noigate (1896). 
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In carrying out experiments to deteimine n in this way, the con« 
•4sentration8 Ci and Cg should not be too nearly equal, and the time 
intervals should be chosen so as to allow of the accurate estimation 
of the average speed during this period. The magnitude of the 
initial period wUl be determined by the accuracy with which the 
progress of the reaction can be followed, but as a general rule it will 
be conyenient to choose the time intervak in such a way that 
from 10-20 per cent of the reacting substances have disappeared In 
practice, this method is particularly useful in cases where the final 
products give rise to disturbing secondary reactions, for such products 
will obviously have least influence when the quantities formed are 
relatively small. 

Method of Bqnifrftoiioiial Parts. This method, which was 
first suggested by Ostwald,^ consists in comparing the times which 
are required for the decomposition of the same fractional amount of 
the reacting substances, when the initial concentration is varied. If 
we compare the influence of the concentration on the tim^ required 
for the disappearance of a definite fraction (l/n) of the original reaction 
mixture, by reference to the expressions for the velocity coefficients 
of reactions of the first, second^ and third order with equivalent con- 
centrations of the reacting substances, it is seen that this influence 
is quite different in the several cases : 

Unimolecular reaction, t — j: In j- , that is, ^ is independent 

of a. 

Bimolecular reaction, t ^ r —, t-t , that is, t varies inversely 

h^aia-a/ny ^ ^ 

as a. 

Termolecular reaction. ^ = r 'ttt} Tw » that is, i varies in- 

versely as a\ 

From the above relationships it is evident that experiments, in 
which the concentitttion of the reaction mixture is varied, afford 
a simple means of determining the mechanism of the irreversible 
change. Disturbances from side reactions (see later) are to a large 
extent eliminated by this method of procedui*e, and only influence 
the result obtained, in so far as the relative impoiiance of the side- 
reactions varies with the concentration of the reacting substances. 
By comparison of the time intervals required for the disappearance 
of successive equifractional amounts of the original substances in 
parallel experiments with different initial concentrations, an estimate 

^ Ztit, physik. Chem.f 1888, S, 127. 
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may be formed of the extent to which the principal reaction is 
disturbed by subsidiary reactions in its different stages. 

Xflolatioii Method. As its name impUeSy this method consists in 
arranging the conditions of the dynamic experiments so that one of 
the reacting substances is isohited from the rest in so far as its 
influence on the course of the reaction is concerned. This can be 
effected quite readily, for the condition of isolation is attained if the 
concentrations of the reacting substances are so arranged that the 
active masses of all but one remain sensibly constant during the 
whole procesa 

If A and B react in accordance with the equation 

mA'¥nB'^pC-^qD'¥ ... 

and B is present in relatively large amount, then according to the 
law of mass action 

but since Cb is practically constant, the rate of change may be written 

and according to this equation the course of the reaction will be 
determined by the number (m) of molecules of the isolated substance 
A which are involved in the actual process of molecular interchange, 
although m-^n molecules are in reality involved. In a similar manner, 
the value of fi may be determined in a separate series of experiments 
in which the substance B is isolated. In the case of more complicated 
reactions, this method is of great utility, and has been frequently 
applied in the systematic investigation of organic reactions. 

By application of one or more of the above methods, it is possible 
to obtain information in regard to the part played by each of the 
several substances which take part in a chemical change. Although 
in the discussion of these methods it has been presumed that the 
reactions are simple and irreversible, the application is by no means 
limited to reactions of this type. Under suitable conditions the 
methods may also be applied to the more complex changes in which 
simultaneous or consecutive reactions are involved. 

In the following pages examples will be given of reactions which 
have been investigated in this manner. 

8teMo-dh«iiiical OhuigM. In view of the simple character of 
the isomeric transformation, the dynamical course of stereo-chemical 
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changes is of particular interest The investigation of the rate of 
conversion of syn-aldozime acetates into the corresponding anti- 
forms by Ley,^ has shown that the reaction proceeds in accordance 
with the unimolecular equation. 

The change occurs in absolute alcoholic solution in presence of 
hydrogen chloride as catalyst, and can be followed by the addition 
of removed samples of the solution to an ice-cold aqueous solution of 
sodium acetate^ the mixture being then heated for some time at 80^, 
when the unchanged syn-aldoxime acetate is converted into the corre- 
sponding nitrite with the liberation of acetic acid, which is titrated 
with standard alkalL The following data were obtained in an 
experiment with anis-syn-aldoxime acetate at 25^ in presence of 0*01 
normal HCI as catalyst 



inuUs) 


a—x 


1 , a 
t a — x 





0.0100 


_ 


10 


0.00654 


00266 


20 


0.00818 


0.0248 


80 


0.00199 


0.0289 


40 


0.00118 


0.0265 



In regard to the catalytic action of the acid, it may be supposed 
that an intermediate additive compound is formed, and that this 
undergoes stereo-isomeric change, the acid being subsequently 
liberated from the isomeric form as represented by the formula 

R.C-H B.C-H R.C.H 

II +HC1-.. II -.. II 

N.COgCHa CI. N.COjjCHa CH3. COj. N. CI 

H H 

R.C.H 

-♦ II + HCI 

CH3.COJ.N 

In this connection, reference may be made to the remarks on 
catalytic reactions on p. 826. 

C<avnandxm of Biaioamino- into Aminoaio-ooiiipoiiiids. The 

transformation of diazoaminobenzene into aminoazobenzene, which 
takes place when aniline hydrochloride or other aniline salt is added 
to an aniline solution of the diazoamino-compound, affords a further 
instance of an intramolecular change which has been investigated 
dynamically. The speed can be measured conveniently at 25^-50°, 
samples of the reaction mixture being run into caustic soda solution 
in order to stop the reaction, and the unchanged diazoamino-compound 

^ Zeit, ph^tUc ChmfLf 1895, 18, 876. 



J 



CONVERSION OP DIAZOAMINOCOMPOUNDS 287 

estimated by boiling mth dilute acid and collecting the nitrogen 
which is liberated by its decomposition. 

The experimental data obtained by Qoldschmidt and Beinders* 
show that the reaction progresses in accordance with the equation 
for a unimolecular change. For a given concentration of the diazo- 
amino-compound, the velocity coefficient is proportional to the 
concentration of the aniline hydrochloride. On the other hand, 
when the concentration of the aniline salt is fixed, experiments 
with different concentrations of the diazoamino-compound lead to 
practically the same value of the velocity coefficient. 

These observations indicate that the aniline'hydrochloride plays the 
part of a catalyst in the transformation of the diazoamino-compound. 

When other aniline salts, e. g. the trichloracetate and dichlor- 
acetate, are substituted for the hydrochloride, the nature of the 
reaction is unchanged, but the velocity coefficients show appreciable 
differences. 

For solutions containing 0-5 mol diazoaminobenzene and 0*1 mol 
aniline salt per litre, the velocity coefficients at 25° were found to 
be 00060, 000487, and 0*00205 for the chloride, trichloracetate, 
and dichloracetate respectively.' Since the speed of the reaction 
diminishes with the strength of the acid, it is supposed that the 
catalytically active components are not really the aniline salts, but 
the free acids which result from their dissociation. 

Apropos of this reaction, reference may be made to the fact that 
aminoazobenzene is formed when diazoaminobenzenetoluene is 
dissolved in aniline in presence of an aniline salt Dynamic 
measurements show that the speed of this reaction is identical with 
that observed in the transformation of diazoaminobenzene, and it 
therefore seems probable that the diazoaminobenzenetoluene is 
primarily transformed into diazoaminobenzene in accordance with 
the equation 

CeH^N : N . NHCcH^ . CH3 + CeHgNHa = C^B^ . N : N . NHCeHj 

+ CI13 • CqM^ . NH2 

Hydrolysis of Snerosa and Bsters. As already mentioned, the 
study of the inversion of aqueous solutions of sucrose in presence of 
acids afforded the first proof that reaction velocity is at every 
moment proportional to the concentration of the decomposing 
substance. In accordance with the equation 

Cx2H2sOii + HjO-^CjHigOj + C0H12OQ, 

the reaction is bimolecular and its rate of progress is found to be in 

^ Ser., 1896, 29, 1869. * Ser., 1896, 20, 1899. 
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•greement with the dynamic equation for a bimolecular change. Since 
in sucrose solutions, which are not too concentrated, the water is 
present in considerable excess, its active mass remains practically 
constant, and it is therefore not surprising to find that the values 
obtained for the unimolecular velocity coefiicient hi exhibit much 
the same degree of constancy as the values of the bimolecular co- 
efficient ^ (Part III, p. 96). 

If a and b are the concentrations of the sucrose and water 

respectively, then k^ ■» , rr-^ In ^-7 ;, and since a? is at all times 

* [a-bji bya-x) 

very small in comparison with b, the equation may obviously be 

written in the same form as the equation for a true unimolecular 

change, viz. 1 

k, 



-r In 

t a-x 



The speed of the sucrose inversion may be readily followed by 
observations of the rotation of a beam of plane polarised light, and 
if (x^, (Xf and - «^ denote the rotations at the commencement, after 
time t and when the rotation has reached its final value, it is obvious 
that «0 + «^ affords a measure of a, and <X| + oi^ a similar measure oia-x. 

The following table contains the data for the inversion of a 
20 per cent, solution of sucrose at 25^ under the influence of 0-5 
normal lactic acid. For this solution the values of a and b may be 
taken as 0*628 and 45*8 respectively. The observed rotations after 
measured time intervals are shown in the second column ; the 
numbers in the third and fourth give the values of a~x and b-x^ 
and colunms 5 and 6 show that the uni- and bi-molecular velocity 
coefficients remain satisiactorily constant. The inversion of cane 
sugar by an acid in aqueous solution affords therefore an instance 
of a bimolecular change^ the course of which is represented quite 
satisfactorily by the equation for a unimolecular reaction.' 
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+ 84.60" 


0.628 


45.8 


■^■^» 
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1485 


81.10° 


0.581 


45.8 


0-285 


04>25 


4815 


25.00" 


0496 


45.2 


0.236 


0.526 


7070 


20.16** 


0.429 


45.1 


0.284 


00^17 


11860 
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0.848 


45.0 


0.281 


a511 


14170 


1061" 


0.297 


45.0 


0.280 


0.509 


16940 


7.57" 


0.254 


44.9 


0.282 


04>14 


1»820 


5.08" 


0.220 


44.9 


0.229 


0510 


29980 


-1.65" 


0.126 


44.8 


0.288 


0.518 


00 


-10.77" 





44.7 


... 


.~ 



* Although the inTenion of Bnorose and aimllAr changes are often quoted at 
examplet of reactions of the first order, it seems to the author that this is 
a misnomer, for the apparent unimolecular character of these changes is entirely 
determined by the piurtioular oonoentration relationships obtaining under the 
usual oonditions in which the reactions are carried out. 
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The polarimetric method employed in following the progress of 
sucrose hydrolysis affords an example of the application of physical 
methods in determining the quantities of substances in solution. 
Although such methods may in certain cases afford accurate results, 
it seems likely that the accuracy attainable in the polarimetric method 
of determining the speed of the inversion of sucrose has been exag- 
gerated. Not only has the hydrolysing acid an influence on the 
rotatory powers of the different sugars inTolved in the chemical 
change, but the fact that glucose and laevulose undergo muta- 
rotation will also have an influence on the observed rotation. 
Under these circumstances it seems improbable that the polarimetric 
data afford a measure of the rate of change, which is as reliable as 
that attainable in the case where chemical methods of estimation 
are employed. 

It has been supposed that the hydrolysis of sucrose by dilute 
acids deviates from the requirements of the mass law as expressed 
by the uni- or bi-molecular equation and that in the early stages of 
the reaction the velocity is practically constant.^ This linear period 
is undoubtedly characteristic of the hydrolytic change when brought 
about by small quantities of enzymes. Recent experiments ' indicate, 
however, that the analogy between acid and enzyme hydrolysis, 
which would be indicated by such a parallelism, has no foundation 
in &ct, and that, within the limits of experimental error, the rate of 
sucrose hydrolysis, both under the influence of very dilute and more 
concentrated acids, is at all stages determined by the concentration 
of non-hydrolysed substances. 

The process of ester hydrolysis in dilute aqueous solution under 
the catalytic influence of acids is in many respects similar to sugar 
inversion from the dynamic point of view. Although it has been 
shown recently ' that the hydrolysis of methyl acetate in presence of 
hydrochloric acid does not proceed to completion, but that an equili- 
brium condition is reached when about 95 per cent, of the ester has 
been hydrolysed, yet for practical purposes the reaction may be 
regarded as non-reversible. The data representing the progress of 
the change are found to give a satisfactorily constant value for the 
unimolecular velocity coejfficient, a circumstance which is due to the 
relatively large active mass of the water, for, in reality, the process 
of ester hydrolysis is a bimolecular change. 

1 Armstrong and Caldwell, Proe, Roy, Soc., 1904, A, 74, 195. 
s Worley, Froc Roy. Soc., 1912, A, 87, 555; cf. also Boeanoff, Clark, and Sibley, 
Jowm, Amer, Chem. Socj 1911, 88, 1911. 
^ Worley, Froc. Roy, Soc,, 1912, A 67, 582. 

PT I V 
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Both the above reactions have been largely used as a means of 
measuring the relative affinities of acids, for in dilute acid solutions 
the speed of both is very nearly proportional to the hydrogen ion 
concentration. The relative affinity values, obtained in this way, are 
parallel with the affinity coefficients obtained by electrical conduc- 
tivity measurements, and, on this account, the two reactions have 
played an important part in connection with the development of the 
hydrogen ion theory of acids. 

Ssterification in Alcdiolio Solution. In many respects this 
reaction resembles the two which have just been discussed, for 
according to the equation 

CH3 . CO^H + C2H5OH -► CH3 . CO2C2H5 + HjO, 

we have to deal with a bimolecular change, which, in consequence of 
the large excess of alcohol, may be expected to take place in accordance 
with the unimolecular formula. In pi*esence of an acid catalyst this 
is actually the case, as may be seen from the data in the following 
table for the esterification of acetic acid in presence of hydrochloric 
acid.* In the parallel experiment are given the data obtained in 
the esterification of phenyl acetic acid in presence of picric acid as 
catalyst.' 

Acetic acid 0-1 mo2, HCl 0-025 mol per liire. PhenyUtcetic acid 0*2372 tnci per litre. 

Temperature 14-5°. Temperature 26®. 

t (hours) a - X {in cc aUtali) ki Hhoura) a — x{inc.e.aikali) ki 

6O.4 — 11.86 — 

1 65.1 0.0399 2.3 10.78 0-0187 

2 60.3 0.0397 16.8 6.37 0.0166 
8 45.9 0.0397 21.9 5.39 0.0156 

4 41.9 0.0397 42.1 270 00162 

5 88.2 0.0898 650 1.31 00147 

6 84.9 0.0897 

Although the numbers under X^i are quite constant in the acetic 
acid experiment, there is a marked diminution in the successive values 
of hi in the case of the phenylacetic acid. The difference is no 
doubt connected with the fact that small quantities of water, when 
added to water-free alcohol, reduce the velocity of esterification to 
a very large extent.' Since water is formed by the esterification 
of the acid, it may be expected that this will have a retarding 
influence on the progress of the change if the alcohol employed as 
solvent is nearly anhydrous. If, on the other hand, water is present 
in the alcohol in larger proportion, that which is formed during the 

1 Sudborough and Lloyd, Trans. Ckem, Soc, 1899, 76, 467. 
« Goldflchmidt and Wachs, Ber., 1896, 29, 2208. 

' Gk>ldflchmidt Ber., 1895. 28, 8218 ; 1896, 29, 2208. Goldschmidt and Snnde, 
Bar.y 1906, 89, 7li. Goldsohmidt and Udby, ZHt. physik. Chem., 1907, 60, 728. 
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reaction will have comparatively little influence on the progress of 
the reaction. It seems probable, therefore, that the difference between 
the two results is due to the difference in water content of the alcohol 
used in the esterification, a satisfactory constant being obtained only 
when the alcohol is not too ' dry '. 

The retarding influence of water on the esterification process is by 
no means characteristic of this reaction, for the velocities of many 
other acid-catalysed reactions are also depressed to a very large 
extent on the addition of very small quantities of water.^ It is 
probable that the phenomenon is due to a change in the catalyst, 
the acid being very much more active in alcoholic solution than it 
is in aqueous solution. Since dilute aqueous and alcoholic solutions 
of the mineral acids are both ionised to about the same extent, 
according to conductivity measurements, it follows that the ordinary 
acid ions which are responsible for the transport of the electric 
current through the solutions cannot be regarded as the agents 
responsible for the catalytic activity. Various considerations indi- 
cate that the electrolytic hydrogen ions, present in aqueous solutions 
of acids, are hydrated, and it is therefore possible that the catalyti- 
cally active ions are the simple unhydrated hydrogen ions. In the 
aqueous solution of a mineral acid, the proportion of such simple 
ions must be much smaller than in a corresponding alcoholic solution, 
the difference in concentration being determined by the difference in 
the affinity of the simple hydrogen ions for water on the one hand, 
as compared with their affinity for alcohol on the other.* 

In the absence of a catalysing acid, the esterification of an acid in 
alcoholic solution proceeds otherwise. Whereas the experimental 
data yield decreasing values for the unimolecular velocity coefficient, 
fairly constant numbers are obtained when the bimolecular coefficient 
is calculated. According to Ooldschmidt, this is a consequence of 
auto-catalysis,' the speed of the reaction being determined by the 
concentration of the acid and also by that of the hydrogen ions to 
which it gives rise by its electrolytic dissociation. I^ at a given 
moment, the concentration of the* non-esterified acid is a-x, and m 
is the degree of ionisation, then m{a-x) is the hydrogen ion concen- 

^ Gf. Lapworth and Fitzgerald, Trans. Chem, Soc^ 1908, 9S, 2168; Lapwortb, 
ibid., 2187; Lapworth and Partington, ibid., 1910,97, 19; Dawson, Trans, Chem, 
Soe., 1911, 99, 1 ; Bredigand Fraenkel, Ber., 1906, 89, 1756 ; Tubandt and Mohr, 
ArmaleHf 1907, 854, 259. 

' Of. Lapworth, loc, eU, ; Dawson, loc cit. 

> Ber.f 1896, 29, 2208. In a later paper, ZeiL/. ElektrochemU^ 1909, 16, 4, Oold- 
schmidt adopts the view that this reaction is of a secondary character, the 
primary reaction being dne to the presence of very reaotiye double or complex 
molecules. 

U 2 
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tration, and (ir/d^»X^m(a-x)^. Assuming that m does not vary 
appreciably over the range of concentration involved, it is evident 
that the bimolecular velocity coefficient should remain constant 
during the reaction. The following data were obtained in an ezperi* 
ment with trichloi-acetic acid (0*2412 mol per litre) at 25^ 

.... 1 re 



» ynvwray 


*»—*»» 


t a(a-x] 





12.06 


» 4 


47.8 


11.18 


0.00676 


118.0 


10.24 


0.00626 


1910 


9.24 


0.00668 


291.0 


880 


0.00648 


407.5 


7.60 


0.00618 


672.0 


607 


0.00605 



Although the numbers in the thii'd column show that the bi- 
molecular coefficient is practically constant, this constancy does not 
necessarily mean that the esterification, in absence of a catalyst, is 
auto-catalytic in nature, for it can be shown ^ that the same form 
of expression is obtained for the velocity coefficient, if it is assumed 
that the reaction takes place between the alcohol and the undissociated 
acid, or between the alcohol and the ions of the acid. In other words, 
the bimolecular nature of the process is a necessary consequence of 
the electrolytic dissociation of the acid. 

Zafluanoe of the Vatnra and Constitntion of the Add on the 
Telocity of Esteriiloation. From the work of numerous observers 
it has been possible to draw certain geneml conclusions relative to 
the influence of the nature and constitution of the acid on the velocity 
with which it is esterified in pi-esenoe of a mineral acid catalyst. 
In the fatty series,* all substituted acetic acids are esterified more 
slowly than acetic acid itself, and in the series represented by 
(1) CH,X . CO^H ; (2) CHXj . CO^H ; (8) CX3 . COjH it appears that 
the first is always more rapidly esterified than the second and the 
second more rapidly than the third. The velocity is independent 
of the strength of the acid, as measured by its ionisation constant 
in aqueous solution, and mainly depends on the number and ' size ' 
of the atoms or groups which are substituted for hydrogen in 
the acetic acid. In the series of mono-substituted acetic acids, the 
methyl group has the smallest influence, the effect of other sub- 
stituents increasing in the order — chlorine, phenyl, bromine, iodine 
(p. 840). 

In the case of aromatic acids, similar retarding influences are 
apparent^ and the effect of substitution in the ortho position is very 

^ Donnan, Ber., 1896, 28, 2422. 

3 Sudborough and Lloyd, Tram. Ch&m. Soc,, 1899, 76, 467 ; 1898, 78, 81. 
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much greater than in the meta or para position. From experiments 
with the diortho substituted benzoic acids, it appears that certain of 
these are esterified with extreme slowness. That there is no real 
difference, however, between such diortho substituted acids and 
other substituted benzoic acids, such as the steric hindrance hypo- 
thesis would seem to suggest, is clearly shown by the fact that such 
diortho substituted acids can be esterified completely and without 
difficulty under favourable conditions (p. 340).^ 

In the absence of a mineral acid catalyst, the influence of sub- 
stituting groups on the rate of esterification appears to be less 
sharply defined, and no very general relationships are exhibited by 
the dynamical data for auto-esterification. 

Deoompositioii of Diaio-oompoimds. The decomposition of 
aqueous solutions of the diazo-compounds of the benzene and 
naphthalene series affords a further instance of a bimolecular 
reaction which proceeds in accordance with the equation for a uni- 
molecular change.' In accordance with the equation 

CellfiN : NCI + H^O = CeH^OH + HCl + N, 

nitrogen is set free, and the progress of the reaction can be followed 
by collecting this nitrogen and determining the volume after 
measured time intervals. 

The velocities with which different diazo-compounds are decom- 
posed vary enormously, as is evident from the following data, which 
express the relative velocities of decomposition, and afford therefore 
a measure of the relative stabilities of aqueous solutions of the diazo- 
compounds. In consequence of the great differences in the speed of 
decomposition, the diazo-compounds cannot all be compared at one 
and the same temperature, but, on the assumption that the tempera- 
ture coefficients of the reaction velocities are sensibly the same, it is 
possible to refer the actual data to a common basis and so obtain 
a series of comparable numbers. 

Edaiive RatB8 qf Decomposition <^ Diagobemene Compounds. 
Diazo-o-nitrobenzene chloride ... 1 



,y -m-Ditrobenzene 

f, -p-nitrobenzene ,, 

I, -j>-8ulphanilic acid 
-l>-toluene chloride 

,y ,-beoz6ne ,, 

,y -o-toluene „ 

„ -n-toluene „ 



71 



5.8 

18.7 

182 

250 

2200 

6000 

6500 



* Rosanoff and Prager, Joum. Amer. Chsm, Soc, 1908, 80, 1895. 

s Gain and Nieoll, Trans, Chem. Soc^ 1902, 81, 1412; 1903, 88, 206. Hantzaeh, 
Ber.y 1900, 38, 2517 ; cf. also Hausser and Muiler, Bull. Soe. Chim.y 1892 (111), 7* 
721; 1893(111), 9, 853. 
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Formatioii of Amo Colouring Xattara. According to the equation 

.N : N. 
C,H / >0 + C«H,N ;CH Jo . HCl 

/N:N.CoH4.N(CH), 
= CoH,< " ' + HCl 

\SO3H 

it might be ez|iected that the reaction between jp-diazobenzene- 
sulphoiiic acid and dimethylaniline hydrochloride would proceed at 
a mte determined by the product of the concentrations of the 
Bulphonic acid and the aniline salt. When the experimental data are 
employed to calculate the bimolecular velocity coefficient, it is found, 
however, that the values vary considerably during the course of the 
reaction. Moreover, addition of hydrochloric acid to the solution 
lowers the speed to a considerable extent, and it is therefore im- 
probable that the undissociated aniline salt or its ion represents one 
of the reacting components, for the active mass of these will not be 
appreciably altered by the addition of the acid. 

If, on the other hand, it is assumed that the free base present 
in the solution is the active component, and if the concentration of 
this at any moment be denoted by i and the concentration of the 
sulphonic acid hy a-x, then 

dx/dt = 7ci(a - x). (1) 

If, further, the original reaction mixture contains a mols of dimethyl- 
aniline hydrochloride and h mols of added hydrochloric acid per litre, 
then after time t, when x mols of the azo-compound have been formed, 
the concentrations of the hydrochloride, free base, and hydrochloric acid 
will be respectively (a-f -a:), f, and (') + f + a:) and from a considera- 
tion of the hydrolytic equilibrium 

CflH, N(CH,)2 • HCl + HjO -^ CJl^ . N(CH3)2lI . OH + HCl 

it follows that (m&+l+£) 

(a-i-x) "^^- 

Since $ can in general be neglected in comparison with h + x and 
a-x, we may write 

c = A , 

h + x 

and by substituting in equation (1) 

dx/dt ^JcK^ ^, 

t I a a-x a-x) 



FORMATION OF AZO COLOURING MATTERS 296 

In the following table are given the data obtained by Qoldschmidt 
and Merz^ in two experiments at 20^ with different amounts of 



added acid. 

1 a - 00282, h « 00232 moL 


a - 0-0282, b -> 0-0564 moi. 


i (minutes) 


a—x 


Jb' 


t {minuUs) 


a—x 


kf 





00282 


— 





0-0282 


__ 


45 


00228 


00057 


90 


0-0224 


00060 


150 


00166 


0-0057 


240 


00176 


00056 


210 


00146 


00057 


875 


0-0142 . 


00061 


800 


00118 


0-0068 


480 


0-0128 


0-0063 


890 


00108 


00058 


1440 


00068 


0-0055 


1820 


0-0051 


00056 


1800 


0-0058 


00056 



The retarding influence of the hydrochloric acid is seen from the 
fact that whereas the reaction is approximately half completed in 
210 minutes in the first experiment^ the time required for this in the 
second is about 875 minutes. 

The constancy of k\ as shown by the above numbers, together 
with the fact that neutral chlorides are without influence on the 
speed of the reaction, indicates with considerable certainty that 
the formation of methyl orange is due to the interaction of the diazo 
compound not with the aniline salt, but with the small quantity of 
free base which is present in the solution. 

Traasfbrmation of Ammonium C^nata into Carbamide. In 

the conversion of ammonium cyanate into carbamide in dilute 
aqueous solution, we have to deal with a reaction which is reversible 
to an extent which is easily measurable. The composition of the 
solution in the final condition of equilibrium indicates, however, that 
the velocity of decomposition of the carbamide may be almost 
neglected in comparison with the velocity of its formation, until at 
least 75 per cent, of the cyanate has been transformed, and, on this 
account, it is convenient to treat the reaction as belonging to the 
group of non-reversible changes. A fuiiher circumstance which 
complicates the process is the simultaneous decomposition of tho 
cyanate with formation of ammonium carbonate, but this change 
may also be neglected in comparison with the principal reaction. 

The following table contains data recorded by Walker and Hambly * 
for the decomposition of a 0-1 molar solution of cyanate at 50*1^. 
In calculating the uni- and bi-molecular velocity coefficients (k^ and ^), 
the concentrations recorded under a — x are reckoned from the practical 
end-point of the reaction which makes a = 0-0916 instead of Ol. 



1 Ber., 1897, 80, 670. 

s Trans. Chem. Soc, 1895, 67y 746. 
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i (minutes) 


a— X 


*. 


kt 





0*0916 






45 


0-0740 


0-00206 


0-0576 


72 


00656 


000201 


00500 


107 


00584 


0*00183 


00577 


157 


00512 


0-00161 


00548 


230 


00424 


0-00145 


0-0551 


312 


0-0348 


0-00134 


0-0572 


600 


00228 


000101 


00548 



Whikt ki diminishes as the reaction proceeds, the values of A:2 ^^ 
practically constant; indicating that the reaction is bimolecular. 
To account for this, it might be supposed (a) that two molecules 
of ammonium cyanate react together ; (5) that the cyanate is dissociated 
into ammonia and cyanic acid, which yield carbamide by their 
interaction ; (c) that the reacting components are the ammonium and 
cyanate ions or the non-ionised ammonium cyanate. Whereas the 
addition of neutral salts has, in general, no appreciable influence on 
the velocity of the reaction, it is found that ammonium salts 
increase the speed considerably. On the other hand, free ammonia, 
which is but feebly ionised in solution, has little influence on the 
rate of change. From these facts Walker and Hambly drew the 
conclusion ' that the bimolecular course of the change is due to the 
interaction between the ammonium and cyanate ions, carbamide 
being formed from these as represented by 

NH/ + CNO' -* COiNH^)^. 

In agreement with this view it is found that ki diminishes some- 
what as the initial concentration of the cyanate solution increases, 
this being due to the decrease in the ionisation of the salt as its 
concentration increases. 

Most of these facts can be equally well interpreted, however, if we 
assume that it is the non-ionised portion of the ammonium cyanate 
which undergoes transformation, and the fact that in 90 per cent 
ethyl alcohol, the cyanate is converted into carbamide thirty times 
as rapidly ' as in pure water under similar conditions, is distinctly 
favourable to the view that non-ionised <immonium cyanate is the 
reactive substance. 

According to Ghattaway,' the transformation of the non-ionized 
cyanate into carbamide is not a case of simple intramolecular 
change, but is due to the interaction of ammonia and cyanic acid, 
analogous to the reactions between isocyanic esters and ammonia or 

' For a criticism of this view compare E. E. Walker, Proc. Boy. Soc., 1912, 
A 87, 539. 

< Walker and Kay, Trans. Chem, 8oc, 1897, 71, 489. 
* Tran8. Chmn, Soc,, 1912, 101, 170. 
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aminea, whereby substituted carbamides are formed. The trans- 
formation may be formulated as follows : 

OH 
NH..N:C:0i:?H.N:C:0 + NH3^HN:G/ ^IlaN.CO.NHj 

^NHg 

and if this view is correct, the reaction in question belongs to the 
group of consecutive reactions (p. 813). 

The FriedAl-CrafUi Beaetion. Some light has been thrown on 
the mechanism of this general reaction by dynamical experiments. 
Steele^ has investigated in this manner the foi*mation of tolyl 
phenyl ketone from toluene and benzoyl chloride in presence of 
aluminium chloride and of ferric chloride (p. 195). The reaction 
corresponds with the equation 

CcHfiCO . CI + CeHg . CH3 - G^U^. CO . CflH^ . CH3 + HCl 

and its progress was followed by passing a constant current of 
hydrogen, saturated with toluene Yap<>ur at the temperature of 
the experiment, through the reaction mixture and measuring the 
' change in titre of a standard solution of alkali through which the 
issuing hydrogen, carrying the hydrogen chloride liberated by 
the reaction, was passed. In these experiments the toluene was 
piHisent in large excess, and, under these circumstances, it might b^ 
expected that the reaction would be unimolecular. The experimentiil 
data show, however, that the order of the reaction varies with/ilio 
ratio of the amounts of aluminium chloride and benzoyl chloride, 
being unimolecular if the ratio AICIs/CgH^ . COCl does not exceed 
unity, and bimolecular in presence of excess of aluminium chloride. 

The results are best explained by assuming the formation of 
a compound between one or both of the reacting substances and the 
aluminium chloride, and by the removal of the latter from the system 
in combination with the ketone formed. 

When the ratio AlCl3.CeH5CO.Cl does not exceed unity, the 
mechanism suggested by Perrier' and Bolseken' is sufficient to 
explain the dynamic observations. According to this, a compound 
is formed containing the acid chloride and aluminium chloride and 
this reacts with the toluene according to the formula 

A12C1b.2C,H,COC1 + 2C0H5 . CH, -► Al3Clo.2C6H5.CO.CeH4.CII, 

+ 2Hci 
If this compound is only soluble to a limited extent in the 

» IVaiw. CA«ii. Soc„ 1903, 83, 1470. 

« Ber., 1900, 83, 816. 

> Hm. (rav. chim. Aiys-Bos, 1900, 19, 19 ; 1901, 20, 103. 
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toluene, the rate of change during the early stages of the reaction 
will be constant, because of the constant actiTe mass of the compound 
in the saturated solution. The actual data show that the speed is 
constant until the aluminium chloride ceases to exist as a solid 
phase, and constant values are only obtained for the unimolecular 
velocity coefficient (kj) if the time measurements are reckoned from 
the point at which this occurs. 

That the aluminium chloride is removed from the reaction * 

mixture in combination with the final product is indicated by the 
fact that one mol of aluminium chloride cannot convert more than 
one mol of the acid chloride into the ketone. If this were not the 
case, the regenerated aluminium chloride would I'eact with further 
quantities of the acid chloride. 

In order to account for the bi molecular character of the reaction 
in presence of excess of aluminium chloride, it is necessary to assume 
that this forms a similar additive compound with the toluene. The ! 

actual reacting components are then the two additive compounds, 
and the rate at which hydrogen chloride is evolved will be governed 
by the dynamic equation for a bimolecular change (coefficient == k^. 

The following tables contain data obtained by Steele in expeiimenta 
under the two different conditions referred to above. 

Aid, 1-20 gram. 0,^500 . C\ 118 gram. Molar ratio » 10. 
Tciume 20 c.c. x - HOI liberated, 

t (minutes) x k^ x/t 

2-75 9*8 — 8-88 

4*5 15-4 ~ 8-43 

7*75 24-9 0-194 8*23 

18-2f 31*8 0196 

160 88-4 0-200 

210 84-6 0-196 

260 851 0195 

GO 85-4 — 

The numbers in the fourth column under x/t show that ihe speed 
is constant in the early stages, but the constancy of Aq demonstrates 
the unimolecular character of the further progress of the reaction. 

AICI3 2-56 gram. C.HjCO . CI 1-18 gram. Molar raHo = 2-3. 

Toluene 20 c.c, » = HGl liberated, I 



(minutes) 


x* 


fr. 


20 


22-5 


00229 


30 


26.4 


0-0276 


40 


28-8 


00281 


50 


29-2 


00266 


60 


80-1 


0-0269 


7-75 


81-3 


00278 


00 


35-4 


_- 



Composite Seaotions. In the reactions which have so far beexa 
discussed, it has been assumed that a single chemical change 
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is involved, that this proceeds in a particular direction and 
is moreover a direct process in the sense that the substances 
obtained are the immediate products of the interaction of the 
original substances. The majority of reactions do not satisfy these 
conditions, in that they usually involve simultaneous or con- 
secutive changes, and, as a group, these reactions may conveniently 
be distinguished from the simple reactions by the term composite 
reactions. 

To such composite reactions, an important principle applies — tho 
principle of mutual independence of different reactions — ^according 
to which, when a number of reactions occur simultaneously in any 
system, each of the component reactions proceeds in conformity 
with the mass law, and as if it were quite independent of the other 
reactions. We have in this principle a close analogy with that 
which determines the mechanical effect on a particle of the simul- 
taneous application of a series of different forces. According to the 
nature of the component changes, composite reactions may be 
discussed under the head of concurrent, reversible, and consecutive 
reactions. 

Conearrent Seaotions. If the original substances A and B 
react together so as to give rise simultaneously to two series of 
products in accordance with the formula 

^mA + nB'-^pC+qD 
[m'A + n'B-^rE+sF 



i; 



we have to deal with a case of two simultaneous concurrent 
reactions. 

The general theory of such reactions has been discussed by 
Wegscheider.^ In general, the ratio of the quantities of the different 
sets of products will be dependent on the time which has elapsed 
since the commencement of the reaction. If, however, the number 
of the molecules of each of the reacting substances involved is the 
same for the different concuri^nt reactions, the ratios of the products 
formed in the several processes will remain constant throughout tho 
whole course of the reaction. In the example formulated above, the 
' ratio of the quantities of the two series of products will be constant, 

provided w = w' and n = n\ 

In regard to the actual experimental investigation of reactions 
of this class, we are only concerned with those in which the con- 
current reactions are limited to two or three, and where these are 

^ Zeit. phyaik. Chem., 1899, 30, 598; cf. also Oatwald, Lehrbuch, 2, 2, 249; 
Mellor, Chemkal Statics and DynamicSf p. CS. 
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of simple type (unimolecular or bimolecular). If we are dealing with 
two reactions, both unimolecular or both bimolecular, the quantities 
of the two sets of products will remain in a constant ratio, but this 
will not be the case if one reaction is unimolecular and the other 
bimolecular. 

In the simplest case, where the two concurrent reactions are 
of the first order, as represented by 

let a be the original quantity of A in unit volume, x the quantity 
transformed after time t, y and e the quantities of B and C formed 
after this time interval, and hs and Jcq the velocity coefficients of the 
two reactions, then we have 

dx/dt = dy/dt + dz/dt (1) 

dy/dt^hB(a-x) (2) 

dz/dt = Ac (a - x) (3) 

and therefore dx/dt = (Ub + lcc)(a-x) (4) 

or on integration 

JcB-^hc = -rln (5) 

t a-x 

which is identical with the equation for a simple unimolecular 
reaction. 

In a similar manner, it can be shown that the integrated form of 
the equation for a pair of concuri^nt bimolecular reactions is of the 
same type as the corresponding equation for a simple bimolecular 
change. 

From equations (2) and (3) we have 

dy/dt/ dz/dt « y/z = Ib/I'c = K (G) 

or the ratio of the quantities of the products of the two concurrent 
reactions is constant and equal to the ratio of the velocity coefficients. 
From (5) and (6) it follows further that 



K 1, a 

• - In — 

JiT+l t a-x 






A+1 t a-x ' 

and these equations furnish us with the velocity coefficients of the 
separate concurrent reactions. Examples of non-reversible changes 
of this type will now be considered. 



OXALACETIC ACID PHENYLHYDRAZONE SOI 

BaoompoAtioii of Oxalacetio Aoid Phenylliydrasoiia. The 

decomposition of pure aqueous or acidified solutions of oxalacetic 
acid phenylbydrazone, when heated at 100°, has been found by 
Jones and Richardson ^ to yield two dififerent products — (A) pyruvic 
acid phenylbydrazone, (B) pyrazolonecarboxylic acid, as represented 
by the equations 



GOtfXi • C • C112 • G02ii CO2H • C . GI13 

II "> I 

N . NHaH* N . NHCJI 



'6**6 



+ CO, A. 



'2 



CO3 . C . CH, . CO,H CO2H . C . CHg 

\C0 +H2O B. 
N.NHCcHg N.N.CeH^ 

Each of the two concurrent reactions is unimolecular, but the 
second differs from the first in that it appears to be catalytically 
accelerated by acids. In addition to the fact that relatively large 
quantities of pyrazolonecarboxylic acid are formed in mineral acid 
solutions as compared with pure aqueous solutions, reference may 
be made to the observation that solid oxalacetic acid phenyl- 
hydrazone yields only pyrazolonecarboxylic acid. Furthermore, it 
has been found that a given amount of the original substance yields 
less carbon dioxide as the amount of water in which it is dissolved 
diminishes^ and that in other less strongly ionising solvents (such as 
pyridine, toluene), the relative amount of carbonic acid evolved is 
greater than in the case of aqueous solutions. All these facts agi-ee 
with the assumption that reaction B is catalytically accelerated 
by the hydrogen ions resulting from the electrolytic dissociation of 
the acid hydrazones. If a is the amount of the oxalacetic hydra- 
zone, originally present in unit volume of the solution, x the quantity 
decomposed after time i, y and b the quantities of pyruvic acid phenyl- 
bydrazone (or carbon dioxide) and pyrazolonecarboxylic acid formed, 
Iga and I^b the velocity coefiicients of the reactions A and B, and H tho 
concentration of the catalysing hydrogen ions, which is supposed to 
remain constant throughout the reaction, then 

and since x ^ y-h-e and y/e « constant, 

therefore x/y « constant and x/g «» constant. 

If now the total amount of pyruvic hydrazone or carbon dioxide 

1 3Va»». Chem. SU., 1902, 81, 1140. 
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formed, whea the reaction is at an end, is represented by </«, 

and equation (1) may be written in the form 

k.+kjo.H = hn-^ — (2) 

The progress of the reaction was actually followed by measurament 
of the volume of carbon dioxide evolved. The following table con- 
tains the data obtained in an experiment with a solution containing 
O'l gram oxalacetic acid phenylhydrazone in 100 c.c. of water. The 
values under y represent the COa evolved in cc, y^ being equal 
to 820. 



i{9eeondt) 


y 


i^'A 


+ *j,.£0.10-» 


70 


60 




1-06 


ISO 


80 




0-96 


172 


100 




0-95 


286 


125 




0-91 


812 


150 




0-88 


892 


175 




0-88 


480 


200 




0*89 


720 


250 




0-92 



From experiments with sulphuric acid solutions containing from 
ri? ^ T<J equivalent of acid per litre it was possible to obtain 
the ratio of the coefficients ks/kA, and from this and the value of 
{kA + ks' H) the separate velocity coefficients of the concurrent 
reactions could be determined. At 80° kA was thus found equal 
to 0000366 and ks = 0.0183. 

Chlorination of Benieno. When benzene is chlorinated in 
presence of iodine monochloride, substitution and addition occur 
simultaneously in accordance with the equations 



! 



CeHe + Clj = CeHjCl + HCl A. 
0,He + 3Cla = C6HeCla B. 



This composite reaction has been followed dynamically ^ by estima- 
tion of the quantity of unchanged chlorine and of the hydrogen 
chloride formed, the former affording a measure of the sum of 
the two velocities, the latter a measure of the velocity of reaction A. 
In pure benzene solution the course of the change was found to be in 
agreement with the equation for a unimolecular reaction, but experi- 
ments with solutions containing variable quantities of benzene 
dissolved in carbon tetrachloride showed that the speed of the 

1 Slator, Trans, Chem, Soc,, 1908. 83, 729. 
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reaction is proportional to the benzene concentration. For given 
concentrations of chlorine and benzene the speed is moreover pro- 
portional to the square of the concentration of the catalyst, so that 
the rate of disappearance of chlorine may be represented by the 
equation 

At every stage during the reaction, the ratio between the amount 
of chlorine which enters the benzene nucleus and that which forms 
the hexachloride remains constant, this ratio being equal to 8-3. 
This observation shows that the two reactions are both unimolecular 
in presence of excess of benzene. 

When stannic chloride or ferric chloride is employed as catalyst, 
the hexachloride is not formed to any appreciable extent, whereas 
reaction B is the only one which occurs under the influence of light. 
In all cases the course of the reaction is the same as in presence of 
iodine monochloride, the rate of disappearance of the chlorine being 
that required by the equation for a unimolecular reaction. The 
differences in the relative quantities of the two products show, how- 
ever, that the relative speeds of the concurrent reactions may bo 
altered to a very large extent by suitable variation of the catalyst. 

Action of Silver Salts on AUcyl ZodidM. When silver nitrato 
acts on ethyl iodide in absolute alcoholic solution, two changes occur 
simultaneously^ as represented by the equations ^ 



1 



C2H5I + AgN03 + C2H5OH = Agl + HNO3 + (C2H5)20 A. 
C^HJ + AgNOa = Agl + C2H5NO3 B. 



Experiments at 25° show that the proportion of silver nitrate 
which reacts according to A amounts to 70 per cent., and that 
this proportion holds good for the entire course of the change. 
From this it may be inferred that the reactions are concurrent 
and of the same order. 

The rate at which the silver nitrate disappears in any given 
experiment is in quite satisfactory agreement with the assumption 
that the reaction is bimolecular, as might be anticipated from the 
chemical equations. When, however, the initial concentration of 
the reacting substances is increased, the velocity coeffitdent also 
increases, and from this it may be inferred that the reaction is 

* Burke and Donnan, Trans. Chem, Soc. 1904, 85, 555 ; ZeU. physik. Chtm.. 
1909. 69, 148. ^ 
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not really of the second order. Tlie change in magnitude of the 
velocity coefficient is chiefly due to the silver nitrate^ for, in ex* 
periments with constant silver nitrate and increasing ethyl iodide 
concentration, slightly falling values are obtained for A:^' ^^® 
observed constancy of X^ throughout any one experiment is there- 
fore due, in all probability, to the formation of some substance 
during the reaction which has an accelerating effect on the velocity 
of the change. Of the main products of the reaction, ethyl nitrate 
and ethyl ether are inactive, and nitric acid diminishes the velocity. 
On the other hand, the speed is increased when nitrates are added 
to the reaction mixture, although these substances produce no 
alteration in the ratio of the two sets of products A and B. From 
this it might be inferred that the undissociated silver nitrate is 
the particular component which reacts with the alkyl iodide, for 
addition of nitrates will diminish the concentration of the silver ion 
and increase that of the undissociated salt. 

When silver lactate is substituted for the nitrate,' the chemical 
nature of the change undergoes no alteration, the ratio of the quanti- 
ties of the two sets of products being the same for lactate as for 
nitrate. In the case of the lactate, however, the accelerating effect 
referred to is absent, and the values of the bimolecular velocity 
coefficient fall as the reaction proceeds. 

If it is assumed that the reaction takes place between the ethyl 
iodide and the undissociated silver salt, the rate of change at any 
moment may be written 

c?a;/d^«Aj(l-«)(a-a:)* (1) 

where a is the original concentration of both silver salt and alkyl 
iodide and « the degree of electrolytic dissociation of the silver salt 

Assuming further that the ionisation varies with the concentration 
in accordance with the mass law, 
then « 

j^(a-a;)=Jr, (2) 

and from (1) i. 

dx/dt^j^a\a'xy = k^{a'xf (8) 

Although « is not very different from unity at the dilutions 

employed in the dynamic experiments, it will increase slightly as the 

k 
reaction proceeds, and in consequence k^ » -a* may be expected 

^ Donnan and Potts, ZVai». Ckem. Soc, 1910, 97, 1882. 
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to increase somewhat during the reaction. The following data show 
that this is actually the case : 



t (mimUet) 





4-2 


IM 


801 


48*5 


84*7 


119-0 


a—x 


2*89 


20 


1*60 


1-00 


0*80 


0*60 


0*60 


^ 


— 


0*080 


0*028 


0*029 


0081 


0*088 


0*035 



The velocity equation assumes the same form if we suppose that 
the iodide reacts only with the ions of the silver salt, hut the 
increased speed of the reaction which is observed on the addition 
of nitrates to the mixture of ethyl iodide and silver nitrate indicates 
that the active agent is represented by the undissociated silver salt. 

In view of the attempts which have been made in recent years 
to refer organic reactions to interactions of ions, this result is of 
special interest, for the reaction between an ionised salt and an 
organic halogen compound may be regarded as one in which the 
conditions are favourable to interionic action. 

Although it might be expected that the velocities of reaction 
between silver nitrate and the iodo-derivatives of methane would 
exhibit a regular gradation, experiment shows that this is not the 
case. The velocity coefficient for iodoform is about one-eighth of 
that of methyl iodide, and the reactivity of methylene iodide, 
instead of having an intermediate value, is only about one- 
hundredth of that of iodoform. 

Fomiation of DUmbvtitaiioii Produeto of Bensena. The 

nitration, sulphonation, and halogenation of mono-substituted ben- 
zene derivatives affords an instance of a general reaction in which 
three concurrent changes are involved, giving rise to the forma- 
tion of ortho-, meta-, and para-disubstitution products. Although 
no satisfactory explanation has been given of the marked tendency 
towards the production of disubstitution products belonging to one 
or other of these groups, it is evident that the relative amounts 
of the three products in a particular case are determined by the 
velocities with which the corresponding reactions occur under 
a given set of conditiona By variation of the conditions (tempera- 
ture, concentration, reaction medium) the relative amounts undergo 
variation, and this must be due to differences in the extent to 
which the velocities of the three reactions are affected. 

Although no reaction of this kind has been examined 'in detail, 
the relative amounts of the products formed under different con- 
ditions have been investigated for the nitration of benzoic acid and 
its methyl and ethyl esters.^ The proportions of the nitro- 

^ HoUeman, ZiU.physik. Ckem., 1899, 31, 79. 
PT. I X 
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Rubstituiion products must be in the ratio of the rates of forma- 
tion and therefore of the respective velocity coefficients k^,, k^, and 
kp for the ortho-, meta-, and para-compounds, the progress of the 
reaction being given by the equation 

dx/cU = {k^ + k^ + kp)(a'X) 

if the nitric acid is present in large excess. 

In experiments at different temperatures, HoUeman obtained the 
following percentage proportions for the three nitro-benzoic acids : 



Tonperature. 


Ortho. 


Meta, 


Para 


-80** 


14-4 


850 


0-6 


0^ 


18-6 


80-2 


1-8 


+ 80'» 


22-3 


76-5 


1-2 



SerersiUe Beaetions. If the products of a chemical change 
react together with the formation of the original substances, and if 
this reverse change occurs, under the conditions of the direct reaction, 
with a velocity which is of the same order of magnitude, the reaction 
in question belongs to the type of opposing, balanced, reversible, 
or counter reactions. The principle of the mutual independence 
of different reactions applies to such a case just as to a series of 
concurrent reactions. Each of the independent reactions has its 
speed determined by a certain velocity coefficient, by the active 
masses of the molecular species concerned, and by the number of 
molecules which are involved in the actual process of interaction. 

As compared with a non-reversible reaction of the same order, 
the apparent speed of such a reversible change falls off more quickly 
as the original substances disappear, because of the fact that these 
substances are continuously regenerated from the reaction products. 
The velocity of the opposed reaction increases with the accumulation 
of the products of change, and since that of the direct reaction 
diminishes during this process, a point will ultimately be reached 
where the velocities of the two opposed reactions are equal to one 
another. When this condition has been attained the system is said 
to be in equilibrium, and, so long as the external conditions are 
unaltered, the quantities of the original aud final products present 
will remain absolutely constant. If the reacting substances are 
mixed at the outset with the final products in such quantities as 
correspond with the equilibrium condition, no change will take 
place. The so-called equilibrium constant is simply the ratio of the 
velocity coefficients of the opposing reactions, and as such its 
evaluation affords but little information in regard to the mechanism 
of the two opposing raactiona 
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Amongst the many examples of reversible reactions which have 
been investigated dynamically, those in which the opposing reactions 
are both unimoleciilar belong to the simplest type. If such a reaction 
is represented by the formula 



and if a be the quantity of A originally present in unit volume 
{B being absent), x the quantity of A decomposed and therefore of B 
formed after time t, k^ and ki^ the velocity coefficients of the direct 
and reverse reactions, then the rate at which A disappears is given 

^y dx/dt = k,{a - a?) - k/x. (1) 

When the state of equilibrium is attained dx/dl = 0, and if 
the corresponding value of x is (, then k^{(i - f) = A^' f 

where K is the equilibrium constant. 
From (1) and (2) we obtain 

and by integration 

Since K = kjk^\ this equation may be written so as to give the 
values of the individual velocity coefficients, and we then obtain 

'^~ K+\t^'*Ka-(K+\)x' ''' K+lt^" Ka-{K+l)x ^*' 

By substitution of t 

IT - ^ in (4), 

we obtain ^1 ^ a-^1 ^ 

jc^^iUfiT^ and 7v/ = — ^7?«r^, (5) 
* a t i-x ^ a t $-x^ ^ ' 

and from these i t 

*i+V=<-?«p^. (C) 

It should be observed that equation (6) bears a close resemblance 
to the equation for an irreversible unimolecular change. The only 
difference is that the expression on the right-hand side of (6) contains 
the quantity of the original substance which has disappeared when 
the condition of equilibrium is attained, in place of the quantity of 
this substance which was initially present. If k^ is small in 

X 2 
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comparison with A^i, then ( will not he very different from a and the 
equation for the reversihle reaction passes over into that for the 
irreversible change. 

If the opposing reactions are both of the second order, or if one of 
them is unimolecular and the other bimolecular, it is possible by 
a similar procedure to deduce equations in which x and t are ex- 
pressed in terms of the velocity coefficients of the two opposed 
reactions, but these more complex cases will not be considered here 
from a general standpoint. 

Dynamic iMom^rumk of yitro-caiaphor and its D«rivatiTe«.^ 

Solutions of nitro-camphor or other secondary nitro-derivatives of 
camphor exhibit the phenomenon of mutarotation. The progressive 
change in rotatory power appears to depend on a particular grouping 
in the molecule, for the mutarotation occurs in all solvents. It is 
probable therefore that the change involved is an intramolecular 
transformation which is independent of any chemical interaction 
between the nitro-camphor and the solvent (Part 11, p. 848). 

In the case of ir-bromonitro-camphor, both isomers or isodynamic 
forms have been isolated. The normal form melts at 108^, and has 
a rotatory power [«}[> — - 51^ in 8-83 per cent benzene solution at 
18^ The pseudo form melts at 142^ and its rotatory power 
[«]/> s= + 188^ in 8-88 per cent, benzene solution at 15^. These 
rotation values have reference to the freshly prepared solutions only, 
for each solution changes gradually in its rotatory power and in each 
case the same final rotation is obtained [«]/> — + 88^ This then is 
the rotatory power of an equilibrium mixture of the two isodynamic 
forms, the equilibrium condition resulting firom the equality of the 
speeds of the opposed reactions represented by 

yCH . NO2 .G . NOH 



CaHioBr 






'8"-13 



CjiHioBr 



i^-" 



normal. pseudo. 

Measurement of the rotation of the solution after suitable time 
intervals enables the progress of the reaction to be followed very 
conveniently. If Tq denotes the initial rotation of a solution of the 
pseudo form, r the rotation after time t, and r^ the equilibrium 
rotation, then, since x is proportional to (r© - r) and ^ to (rg - r^ ), we 
may write 1 > 1 r -r 

* ^ t i-x t r—r. 



00 

00 



^ Lowrj, 2Van«. Chem, Soc, 1899, 75, Sll ; B, A. Rtport, 1904. 



DYNAMIC ISOMERISM OP NITRO-OAMPHOR 809 

In the following table are recorded the results obtained with 
a 6 per cent, solution of pseudo ir-bromonitro-camphor in chloroform 
solution at 14^^ 

t (hours) r T^Ogio *" °° 



00 



0-2 + 188-8 

80 160-0 0-0197 

60 1560 0*0198 

7-0 146-0 0-0198 

24*0 81-6 00197 

72-0 87-8 0-0197 

810 ■ 85-8 0-0191 

960 840 0-0184 

CO 81-8 — 

• 

The concordance of the numbers in the third column affords 
satisfactory evidence of the correctness of the view that the muta- 
rotation is due to reversible isodynamic change. Whether or no the 
transformation of the pseudo or the normal form is subjected to 
dynamic investigation, it is obvious that the value of ^ + A;' should 
be the same. In this particular case, actual experiment gave diver- 
gent values, for whereas ki + kj was found to be 0-0188 from 
observations of the rate of transformation of a 8-83 per cent, benzene 
solution of the pseudo form, the corresponding value calculated from 
the data for the normal form was only 0-0064. It is very probablo 
that the difference in the two values is due to secondary disturbances, 
for the isodynamic change in question has been shown to bo 
extremely sensitive to traces of impurities. 

In solvents which contain oxygen the velocity of the isomeric 
transformation is much greater than in hydrocarbons, carbon di- 
sulphide, or chloroform. Bases like piperidine in chloroform and 
benzene solution, and sodium ethoxide in ethyl alcohol, accelerate 
the change enormously. Neutral salts also exert an accelerating 
effect although of much smaller magnitude, and the influence of acids 
is still less marked. 

In general, the isodynamic change begins as soon as the substance 
is brought into solution, but anomalous results have been found in 
certain cases.* In chloroform solution, for example, normal nitro- 
camphor was found to be comparatively stable ; this was afterwards 
found to be due ' to the presence of small quantities of carbonyl 
chloride (formed by oxidation of the chloroform) which converts 
any traces of ammonia or other aminic impurities into inert carb- 
amides and so destroys their catalytic action. By the addition of 

* Lowry, loe, ciL 

* Lowry and Magaon, Trans. Ckem, Soc., 1908, OS, 107. 
' Lowry and Magson, ZVaiw. Chem, Soc, 1908, 98, 119. 
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small quantities of carbonyl chloride (or other acid chlorides), the 
isodynamic change can also be arrested in other solvents. 

From his observations on the isodynamic change of the secondary 
nitro derivatives of camphor, Lowry assumes that the presence of 
a catal3rst is necessary before the change can occur. Such changes, 
which belong to the keto-enol type, are brought about by substances, 
all of which may be represented by the general formula HX, such as 
water, alcohols, acids, amines, and bases, and the way in which these 
act ia supposed to be by the formation of addition compounds, from 
which the catalyst may be eliminated in a different way from that 
in which it entered into combination with the original substance. 

Xutarotation of the IConoHMCohluroMs.^ The mutarotation 
phenomena exhibited by the mono-saccharoses are closely similar to 
those which have been referred to in the preceding section. The 
a- and fi-fonaB of glucose represent isodynamic modifications, and 
their aqueous solutions exhibit gradual changes in rotatory power, 
the ultimate rotation being the same independently of whether the 
original solution was prepared by dissolving the a- or the )3-form. 
The equilibrium mixture corresponds with what was at one time 
supposed to be a third modification of glucose (Part III, p. 44).' 

Lactose shows exactly similar relationships, and from Erdmann's 
observations' on the rates of change of the two isomeric forms, it has 
been found * that {ki + ki) has the same value whether the sum of the 
velocity coefficients is calculated from the dii-ect or the reverse 
reaction. This is shown by the following data : 



Solution qf a-lactose. 


Solution <if$ lactose. 


t {minutes) r 


A-i+V 


t (minutes) 


r 


fci + *i 


840^ 







39-6^ 


— 


60 78i° 


000206 


60 


45-8^ 


0-00209 


120 67-8° 


000197 


120 


49-6° 


0-00206 


180 62-9° 


000203 


180 


62-2° 


0-00212 


240 60-1° 


0-00209 


240 


68-9' 


0-00224 


00 56-0*» 




oo 


660*» 
Me< 


— 


MeaG 


10-00201 


an 0-00218 



Within the limits of experimental error, the mean values of hi + hi 
are identical, and the requirements of theory are therefore fully 
satisfied in this important particular. 

1 Cf. Urech, Ber., 1882, 15, 2180 ; 1888, 16, 2270 ; 1884, 17, 1547 ; 1885, 18, 
8047. I 

« Lowry, Proe, Chem, Soc, 1904, 20, 108; Tanret, BuU. Soc. Gfcim,, 1871 16, 195, 
849; 1872,17,802. 

s Ber., 1880, 13, 2180. 

* Hudson, Z9iU phjfsik. Chem., 1908, 44, 487. 
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Fonnation of Laotones from y- and S-Hydroxy Aoids. In pre- 
sence of mineral or other strong acids, y-hydroxybutyric acid is 
partially converted into the corresponding lactone, the reaction being 
reversible, as represented by the formula 

CHjOH 

I 




CH, 

I . 
CO^H 

Whereas the dehydration of the acid appears to be a unimolecular 
process, the hydration of the lactone involves the interaction of two 
molecules and is therefore bimolecular. Since the water is present 
in large excess, however, its active mass remains practically constant, 
and on this account the hydration may be expected to proceed in 
accordance with the equation for a unimolecular change. In 
presence of a sufficient quantity of mineral acid, which accelerates 
both reactions to exactly the same extent since it is without influence 
on the final equilibrium, the reaction takes place at a convenient 
speed at the ordinary temperature and can be followed by titration 
of the unchanged acid by means of a standard solution of alkali. 
The following data were obtained by Henry ^ in an experiment at 25° 
with a solution containing initially 0-1767 mol y-hydroxybutyric acid 
per litre, normal hydrochloric acid being used as catalyst : 

t (minutes) x {in ex. of dUcali solution) k^ + k^ 

— 

21 2-41 00865 

50 4-96 0-0874 

65 &10 00882 

100 8-11 0-0884 

180 10-85 0-0382 

220 11-55 0-0870 

00 18-28 - 1 — 

In the absence of an acid catalyst, y-hydroxy acids are also slowly 
converted into the corresponding lactones under the influence of the 
hydrogen ions which are formed by their own electrolytic dissociation. 
Under these circumstances, the change affords an instance of an auto- 
catalysed reaction, and on the assumption that the opposing reactions 
are accelerated in proportion to the concentration of the hydrogen 
ions and that it is the undissociated acid which undergoes dehydration, 
it is possible to obtain an expression for the progress of the change 

1 Zeit. phy$ik, Chem., 1892, 10, 96. 
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which is also in satis&ctory agreement with experimental observa* 
tions (compare Henry, lo(k ctt). 

Ssteriflcatioii. The formation of an ester from the eorresponding 
alcohol and acid affords an example of a reversible bimolecular 
change, as might be expected according to the formula 

BOH + B^COjjH :^ KiCO,K + H,0 

When esterifioation or ester hydrolysis occurs in aqueous alcoholic 
solutions under the influence of an acid catalyst, the active masses 
of the alcohol on the one hand, and of the water on the other, 
remain unaltered during the progress of the reaction, and in accor* 
dance witb this it has been found that both esterifioation and ester 
hydrolysis proceed at a rate which can be calculated from the equation 
for a reversible unimolecular change. 

The following data were obtained by Kistiakowsky ^ for the esteri- 
fication of formic acid in 41 per cent alcoholic solution at 24*75^ 

Formic aeid, 0*0668 md per litre, HCl, 0-0262 mol per lUre, 



tOminutet) 


»(tne.c. <ifdlkaXi) 


*i 


*i' 










— 


— 


80 


1-26 




62 


106 


70 


2-72 




62 


106 


110 


407 




68 


107 


160 


6-29 




61 


105 


240 


7-10 




64 


110 


880 


8-82 




68 


107 


00 


11*48 - 


1 


— 


— 



When ethyl formate is hydrolysed under the same conditions, 
values of X^ and ^' are obtained which are equal to those recorded in 
the above esterifioation experiment. 

From the previous discussion of esterifioation and ester hydrolysis 
(see pp. 279, 290) it appears that ester hydrolysis in aqueous solution 
and esterification in alcoholic solution are changes which in presence 
of an acid catalyst take place in agreement with the equation for 
a non-reversible unimolecular reaction, whilst in aqueous alcoholic 
solutions both changes proceed in accordance with the requirements 
of the equation for a reversible unimolecular reaction. When none 
of the reacting substances is present in large excess, the dynamical 
course of both esterification and ester hydrolysis can only be repre- 
sented by the equation for a reversible bimolecular reaction. 

If equimolecular quantities of ethyl alcohol and acetic acid are 
mixed together and the volume containing the gram molecular 

^ Z$U pk^eOt. Ckmn, 1808,87,250. 
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quantity of each is taken as unit volume, then the rate of ester 
formation will be given at any moment by the equation 

AxIdJt « *a (1 - aj)« - V «*• (1) 

Since equilibrium is attained when almost exactly two-thirds of the 
reacting substances have been transformed into ester and water, 
it follows that 

By making use of (2) in the integration of (1) we obtain the 
relationship 1 o _ ^ 

The following table records the observations of Berthelot and 
Saint-Gilles ^ on the speed of ester formation at the ordinary room 
temperature; from these data are calculated the values of the 
coefficient A^ » ih^. 



^-^' = /Tf^. = *-0. (2) 



t {days) 


19 


41 


64 


108 


187 


167 


190 


00 


X 


0-121 


0-200 


0-250 


0-845 


0-421 


0474 


0-496 


0-677 


fc, . 4fc,' 


— 0-0072 


0-0061 


0-0053 


0-0052 


0-0056 


0-0058 


0-0067 


— 



From the series of Ic^ values, it appears that the observed course 
of the reaction is in satisfactory agi-eement with theory except in the 
initial stages. The apparent diminution of the speed during this 
part of the reaction is perhaps connected with the influence of the 
water, initially formed, on the properties of the acid, and, if so, the 
effect is analogous to that which has been already noted in the case 
of esterification in absolute alcoholic solution. 

According to Knoblauch's experiments* the same values are 
obtained for the velocity coefficients h^ and \' independently of 
whether these are deduced from observations on the speed of esteri- 
fication or of ester hydrolysis. 

Conversion of AUcyl Anunoninm Oyanates into the oorr^ 
•ponding Carbamidos. Although the formation of carbamide from 
ammonium cyanate has been discussed on p. 295 as a bimolecular 
non-reversible change, this can only be justified on the ground that 
the speed of the reverse reaction is relatively small. In the case of 
certain of the alkyl ammonium cyanates' the difference in the 
velocities of the opposed reactions is not nearly so large, and it 
becomes necessary to take the reverse transformation into account. 

1 ^ftn. CAtm. PAys., 1862 (8), 65, 885 ; 1862 (8), 66, 5 ; 1868 (^8), 68, 225. 

* ZeiLphysik. Chem., 1897, 22, 26& 

* Walker and Appleyard, 2)ran$, Ckmi* Soc., 1896, 68, 193. 
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For a dialkyl ammonium cyanate we have therefore a reversible 

reaction represented by 

>NHB 
NH2R2CNO ^ C0< 

^NHR 

the speed of formation of the carbamide at any moment being given by 

dx./dt = fc (a - ir)2 - k'z 

By integration of this and the relation between ^ and k' which ia 

afforded by the state of equilibrium, namely JT = ^• h' = -. 77^, h and 

k' may be evaluated in terms of a, f, x^ and tj and experiment shows 
that the decomposition of the alkyl ammonium cyanates can be 
adequately accounted for on the assumption that the actual change 
is the resultant of two opposed reactions, one of which is bimolecular 
and the other unimolecular. 

In the appended table are given the values of k and If for a series 
of alkyl derivatives : 



Cyanate 


100 7j 


lOOV 


*/*' 


Ammonium 


14-4 


00038 


8800 


Methyl ammonium 


13-4 


0-0022 


6100 


Dimethyl ,| 


25-3 


0-078 


850 


Ethyl y, 


8.1 


0-007 


1150 


Diethyl ,, 


9-0 


0148 


60 


iao-amyl ,, 


0-2 


00081 


8000 


Ter-amyl ,, 


1-3 


004 


82 



On comparing the values of k/V for the dialkyl and the corre- 
sponding mono-alkyl derivatives it is seen that the relative speed of 
the reverse change is much greater for the former than for the latter. 
In agreement with this is the fact that carbamides are not formed to 
any appreciable extent from the tri-alkyl and tetra-alkyl ammonium 
cyanates. 

Cronaeciitiva Reactions. In many reactions the number of re- 
acting molecules, which is indicated by the dynamical data, ia quite 
different from that which corresponds with the chemical equation. 
According to the equation for the oxidation of oxalic acid by potassium 
permanganate in presence of sulphuric acid, 

2KMn04 + 6H2C2O4 + SHjSO^ = K^SO^ + BMnSO^ + SHgO + lOCOjj 

it might be supposed that ten molecules (2 + 5 + 8) are involved in 
the intermolecular transaction by which the final products are 
obtained. In general, however, the velocity curves of complicated 
reactions of this character can only be satisfactorily interpreted on 
the assumption that the actual change which determines the velocity 
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18 of a simple character, that is to say, of the first, second, or possibly 
the third order. Hence it seems probable that such reactions take 
place in two or more stages and belong to the group of consecutive 
reactions. 

Such consecutive changes will exhibit differences according to the 
number, the relative speeds, and the orders of the successive stage 
reactions and also according to whether the component reactions are 
reversible or irreversible. Except in comparatively simple cases, 
the mathematical analysis of the dynamics of such composite 
reactions is of a complicated character, and in this chapter no 
attempt will be made to consider more than the simplest possible 
case, namely, that of a reaction taking place in two stages, each of 
the component reactions being irreversible and unimolecular. Such 
a change may be represented by the formula 

(1) (2) 

I^ initially, a mols of A are present in unit volume, and after time 
t the quantities of A, B, and C present are x, y, and e respectively, 
and if hi and h^ are the velocity coefficients of the first and second 
reactions, then, according to the mass law, 

the rate of disappearance of ^ is 

- -=; = kiX or a; = a€'^V, (1) 

at 

the rate of formation of C is 

and the rate at which B accumulates is 

Further, we have the relationship 

ic + y + jp — a, (4) 

and from equations (1) to (4) it can be shown that 

^ = a- i-V(*i-^"**'-*2-«"*»0i (5) 

in which the quantity e of the final product^ which has been formed 
after any given time interval t, is expressed in terms of the initial 
concentration (a) of the original substance and the velocity coefficients 
t] and A^ of the two consecutive reactions. 
By analysis of equation (5) it can be readily shown that if the 
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velocity coefficient of one of the component reactions is very much 
larger than that of the other, the rate at which C is formed will be 
determined by the speed of the slow reaction. Without reference to 
equation (5), however, it is quite obvious that, under these circum* 
stances, the speed of the entire change will be determined solely by 
that of the relatively slow component, and that the rapid component 
reaction will be without measurable influence. Under these con- 
ditions it is to be expected that the progress of the consecutive 
reaction will be the same as that of a simple reaction of the same 
order. In many cases, in fact, it may not be possible to distinguish 
the composite from the simple reaction, although a distinction 
may be easily drawn in others. If the first stage in the change 
A — ^ ^ — » C7 is relatively very slow, the rate at which C is formed 
will be practically the same as the rate at which A disappears, and 
the formation of the intermediate substance may be masked. On 
the other hand, if the first stage is relatively very rapid, the forma- 
tion of the intermediate substance becomes very obvious, although 
the isoLation of it from the reaction mixture may not be feasible. 

If the velocity coefficients of the successive reactions are of the 
same order of magnitude, the relationships are much more com- 
plicated. So far as the original substance A is concerned the matter 
is quite simple, for this will disappear in accordance with the equation 
for a non-reversible unimolecular change. On the other hand, the 
rate at which O is formed depends on the concentration of the inter- 
mediate substance B, and this is obviously dependent on the speeds 
of the two reactions. If the quantities of A, B, and C present in the 
mixture are plotted as a function of time, the curve for A falls 
continuously, that representing C rises, biit the B curve first rises 
and then falls, passing through a maximum. As the quantity of B 
increases from zero at the commencement of the reaction to its 
maximum value, the rate of formation of the final product increases 
correspondingly, and attains a maximum when B is at its maximum ; 
thereafter the rate of formation gradually falls off. The point at 
which the velocity of formation of the final product reaches its 
maximum value is clearly dependent on the relation between the 
speeds of the two successive reactiona 

Beoompositioa of Cavlmniida by Acids and Alkalis. An example 
of a consecutive reaction is afforded by the hydrolytic decomposition 
of carbamide, investigated in detail by Fawcett ^ by experiments in 
sealed tubes at the temperature of boiling water. 

1 Z€it phusik. Chm., 1902, 41, 601. 
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The first stage consists in the formation of ammonium cyanate, 
which, in the second, is conveiied into ammonium carbonate in 
accordance with the formulae 

I. COCNHj)^ ;^ NH4CNO 
II. NH4CN0 + 2H80-^(NHJ2C08 

Prom determinations of the ammonia present after different timo 
intervals, it appears that the final product is formed at a rate which 
can be calculated from the equation for a simple unimolecular change. 
This is the case whether the solution is acid, alkaline, or neutral, but 
the magnitude of the velocity coefficient varies considerably according 
to the nature of the solution, as is shown by the data in the following 
table : 

Hydrolysis qf i normal carbamide, 

1 a 

Nahars qf solution ^ " 7 ^w "Z" 

^ normal HCl 102 x 1 0-» 

I normal NaOH 60 x IQ-" 

Neutral 6-8 x lO"* 

In presence of acids, the intermediate substance, ammonium 
cyanate, is decomposed very rapidly, but more slowly in presence of 
alkali hydroxides. In neutral aqueous solution the velocity cannot be 
determined, because of the fact that the cyanate is almost completely 
converted in a very short time into carbamide in accordance with the 
equation for reaction I. Since, however, potassium cyanate is decom- 
posed with considerable speed into potassium carbonate and ammonia 
in neutral solution, it is reasonable to infer that ammonium cyanate 
will be decomposed with appreciable velocity under similar con* 
ditions. 

If the original solution of carbamide contains a mols per litre, and 
if X mols have been decomposed after time t, the speed of carbamide 
decomposition at this moment will be given by 

dx/dt^kiia-xi-Jci'a^ 

where hi and ki are the coefficients of the opposed reactions in I. 
Since in acid solution the cyanate is decomposed at a relatively very 
rapid rate, the actual concentration of the cyanate must be very much 
smaller than Xy and in consequence the second term on the right-hand 
side of the equation may be neglected. In dilute acid solution the 
speed of the reaction will therefore be determined by the velocity 
coefficient I^ of the reaction 

CO(NHJg -^ NH^CNO. 
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In pure aqueous solution, where the Telocity of decomposition 
of the eyanate is much smaller than in presence of acid, the effectiye 
rate at which carbamide is transformed will be diminished in conse- 
quence of the accumulation of ammonium eyanate and its reconversion 
into carbamide. It is probable that this operates to some extent in 
alkaline solution (compare previous table), but a further complication 
arises here in that the carbamide appears to be directly hydrolysed 
by solutions of alkali hydroxide without the intermediate formation 
of ammonium eyanate. as represented by the equation 

CO(NHa)g + NaOH + H,0 = NaHCOs + 2 NHj . 

In agreement with this, it is found that the speed of the reaction 
in strongly alkaline solutions is much greater than in acid solutions, 
that is to say, greater than corresponds with the velocity coefficient 
hi. The hydrolysis of carbamide by solutions of the alkali hydroxides 
is therefore a rather complex process, involving two concurrent 
reactions (direct and indirect hydrolysis), one of which takes place in 
successive stages. 

Action of KalogMifl on Oarbonyl Componnda. In reference to 
the mechanism of the process of substitution of hydrogen in certain 
compounds by halogens, experimental evidence is available which 
indicates that in the case of compounds containing the group 
: CH . CO, e. g. ketones, aldehydes, carboxylic acids and their 
derivatives, the substitution is not the result of a simple process but 
of one in which two or more successive reactions are involved. As 
a general rule, those carbonyl compounds are the most easily attached 
whfch are known to be capable of conversion into their enolic forms. 
In the comparable case of the nitro-paraffins it has also been observed 
that these are not capable of being brominated directly^ but are easily 
converted into bromo-derivatives if first transformed into the isonitro 
form, corresponding with the enolic form of carbonyl compounds. 

In presence of a mineral acid, the aliphatic ketones react with the 
halogens in dilute aqueous solution at a rate which can be followed 
conveniently at the ordinary temperature. When the ketone is 
present in large excess, the halogen disappears at a constant rate, 
which is proportional to the concentration of the ketone and the 
acid, but is independent of the concentration of the halogen.^ The 
fact that the velocity remains unaltered, as the halogen disappears 
from the reaction mixture, indicates that the speed of the halogena- 
tion process is determined by a preliminary reaction in which the 

^ Lapworth, Trawt, Chem, Soc., 1904, 86, 80 ; Dawson and Leslie, Trans, Chsm, 
Soc, 1909, 05, 1860. 
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halogen is not directly concerned. It is therefore supposed that the 
first stage consists in the transformation of the ketone from the 
ketonic to the enolic form, and that this change is catalytically 
accelerated by the acid. This slow isomeric change is then succeeded 
by a relatiyely very rapid change, in which the enolic ketone reacts 
with the halogen X in accordance with the formulae 

I. CH3 . CO . CH3 ^ CHg : C(OH) . CH3 
II. CHg : C(OH) . CH3 + Xa -^ CH^X . CO . CH3 + HX. 

In support of this view it may be mentioned that the speed of the 
reaction is practically independent of the nature of the halogen. 
This is to be expected if reaction II is a relatively very rapid change, 
for the disappearance of the halogen will be determined by the 
velocity coefficient of the reaction CH3 . CO . CH3 -^ CH, : CO . CH3, 
and, if the active mass of the acetone is practically constant, this 
reaction will occur at constant speed which will be quite independent 
of the chemical nature of the subsequent rapid reaction. 

If the quantity of halogen per unit volume is a mols at the start 
and X mols after time ^, then 

-dx/dt^h, (1) 

from which, since x ^ a when < = 0, 

x^a-hU (2) 

The following numbers were obtained in an experiment with 
diethyl ketone and iodine in aqueous alcoholic solution containing 
40 volumes per cent of alcohol.^ In the calculation of the values of 
X in the third column, X; is made equal to 0-000059. 

DUtk^ keUme 0*2G82 md per litre, H^SOf O-lOmolper litre, Temp, 25^ 

X (calculated) 
(0-00904) 
0-00727 
0-00550 
0-00482 
0-00284 
0-0019G 
0-00108 

The reaction evidently slows down a little towards the end, but this 
is no doubt due to the fact that the second stage is also reversible in 
character, although* under the experimental conditions it may for 
the sake of simplicity be treated as irreversible. 

Beaotion b«twe0n Kalogens and Ketones in the absence of an 
Aoid Catalyst. In the absence of an acid, the interaction between 

^ Da^vson and Wheatley, Tiana. Chem, Soc, 1910, 97, 204a 



t {minutes) 


X {chaerved) 





0-00904 


80 


0-00727 


60 


0-00547 


80 


0-00480 


105 


0-00285 


120 


0-00204 


185 


000129 


24 hours 


0-00022 
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iodine and aqueous acetone proceeds veiy slowly and, at the ordinary 
temperature, the loss of iodine during the first two or three days is 
inappreciable. As the reaction proceeds, the velocity increases 
continuously in consequence of the formation of the gradually 
increasing quantities of hydriodic acid which accelerates the primary 
tautomeric change in proportion to the quantity present We have 
in this case an example of an auto*accelerated reaction. Although 
in presence of mineral acid the rate of disappearance of the iodine is 
only dependent on the speed of formation of the enolic form of 
acetone, the progress of the auto-accelerated change is determined 
by the completion of a series of three conseoutiye changes which may 
be represented thus: 

I. CH3 . CO . CHj :^ CHg : C(OH) . CH, 
n. CHj:C(0H).CH3 + Ij -^ GHJL.C<( . OH, 

IIL CHjI. c/ . CHj -► CH,I. CO. CH8 + HI 

Assuming that reactions II and III are both of high speed rela- 
tively to I, then the concentration of the hydriodic acid will, at any 
moment, be equal to the measured fall in the iodine concentration. 
If the solution contains c mols of acetone per litre, this being present 
in large excess compared with the iodine^ and x mols of iodine have 
disappeared after time t, the speed of the primary tautomeric change 
and therefore that of the complete reaction will be given by 

dx/dt'^kex (1) 

or, if Xi and x^ are the values of x after times ti and ^g, we obtain 
on integration X «• 

The following data ^ show that the actual progress of the change is 
in agreement with the requirements of equation (2). The progress 
of the reaction was observed by titration of the residual iodine. 

c e 0-272 mol per liin. Ongimd iodUm wnemtration « 0-008976 mol per Utn. 

Temperature 25^ 



hcura) 


mole I, per Uire 


X 


^^ . 


■ - Zil 


/ 






cy- 


-116) 0-000622 


116 


0.008884 


o-ooo6ia 




— 


140 


0*002768 


0K)01218 




01060 


les 


0-001616 


0-002860 




0-1069 


170 


0-001 UO 


Q.002866 




0-1064 


174 


0-000814 


0-008162 




0.1048 



1 Dawion and FowIb, ZVavw. CSton. Soc, 1912, 101, 160S» 
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Although these experiments show that the third stage in the 
reaction proceeds rapidly in comparison with the first, measurements 
of the electrical conductivity of the solution (the change in which is 
determined by the hydiiodic acid set free) indicate that under certain 
circumstances thera is a very appreciable lag on the part of reaction 
III as compared with II. When dilute iodine solutions (0*0002 mol 
per litre) are employed, it is found that the electrical conductivity of 
the solution increases for some time after the solution has become 
colourless, and this is no doubt due to the time factor which is 
involved in the decomposition of the intermediate iodine addition 
compound. 

Oxidation of Alcohol. The oxidation of ethyl alcohol by bromine 
in dilute aqueous solution ^ affords a further example of a reaction 
which takes place in consecutive stages, as represented by the formulae 

L CaH^OH + Bra -* CH3 . COH + 2HBr 
IL CH,.COH + Br2 + H20-*CH3.C02H + 2HBr 

Under the same conditions reaction II takes place with much 
greater speed than I, but, in contrast with the cases previously 
considered, the velocity of the more rapid reaction is such that it can 
be measured quite readily' under the same conditions as those in 
which the oxidation of alcohol by bromine has been investigated. 

When the ethyl alcohol is present in considerable excess, the speed 
of the first stage is solely dependent on the concentration of the free 
bromine, and diminishes continuously as the oxidation proceeds. On 
the other hand, the speed of the second reaction gradually increases 
as a result of the increase in the quantity of aldehyde present. 
When the aldehyde has accumulated to such an extent that the 
ratio of the alcohol to the aldehyde concentration is equal to the 
ratio of the velocity coefficients of the reactions Hand I, it is evident 
that both will then proceed at the same rate, so that just as much 
aldehyde is produced in unit time from the alcohol as is lost by 
oxidation to acetic acid. This equality in the speeds of the two 
reactions is obviously dependent on the circumstance that both are 
of the same * order ' in respect to the bromine. If this were not the 
case, the relative speeds would vary with the amoimt of free bromine 
present at each stage of the reaction. The data obtained by 
Bugarszky are in satisfactory agreement with this view of the 
oxidation process. 

} Buganzky, Z«it, phutik. Ghem., 1910, 71, 705. 
' s Bagar&zky, Zeit, physik. C%em., 1904, 48, 68. 

FT. I Y 
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It is of some interest to note that the action of bromine on ethyl 
alcohol dissolved in solvents such as carbon tetrachloride, carbon 
disulphide, and bromobenzene is quite different from that in water 
solutions, the main product of the reaction being ethyl acetate 
as represented by 

2C2H5OH + 2Brj = CH3 . COgCaH^ + 4HBr. 

This is also the change which occurs when bromine acts on alcohol- 
water mixtures containing 80 per cent alcohol/ 

Vhoto-olieBiical Beaetions* Many organic reactions are known 
which take place only under the influence of light. Such photo* 
chemical reactions are of two kinds, namely those in which the 
chemical change is reversed when the light is cut off, and those which 
are non-reversibla In the case of certain reversible photo-chemical 
changes, the final state of equilibrium has been found to be dependent 
on the intensity of the light which acts on the system, and in such 
cases it may be inferred that the part played by the light rays is not 
that of an ordinary catalyst. 

In their experiments on the photo-chemical combination of 
hydrogen and chlorine, it was shown by Bunsen and Roscoe ' that 
the activity of the rays from a definite source of light is diminished 
to a much greater extent in passing through a layer of the reacting 
gases than it is when the light is allowed to pass through an 
equivalent layer of pure chlorine. Since the absorption due to the 
admixed hydrogen is negligibly small, it is apparent that the photo* 
chemical change, which occurs in the mixed gases, is accompanied 
by the absorption of light energy. This transformation of light 
energy into chemical energy may be regarded as the distinguishing 
characteristic of all photo-chemical i-eactions. 

From the data obtained in the experimental investigation of 
a number of such reactions, it appears that these are in general 
unimolecular, and are distinguished fix>m reactions which are not 
light-sensitive by the relatively small influence which an alteration 
of tempeititure has on the velocity with which they take place. 
These facts have led to the view that the absorbed radiant energy is 
not directly responsible for the chemical change, but that its action 
consists in a preliminary transformation of the reacting system. 
This change, which may consist in the intramolecular transformation 
of the molecules of the light-absorbing substance, or in the formation 

^ Biignr87.k\% Zeit. phyaik. CSkem., 1901, 88, 561. 
* Ann. Pht/sif(f 1857, 101, 254. 
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of molecular complexes which act as reaction nuclei,' is then followed 
by the chemical reaction proper^ and if the speed of the latter is 
relatively very large it is obvious that the rate of formation of the 
products of the photo^emical change will be determined by the 
speed at which the preliminary light change occura 

If the system in which the photo-chemical reaction occurs is 
homogeneous, then, according to Nemst,' the velocity of the reaction 
at any moment will be given by the ordinary kinetic equation 

in which a, 6, ... c, d ... are the concentrations of the reacting sub- 
stanceSy m, w, ... jp, ^ ... the number of molecules of the several 
substances actually involved in the change, and h and V are the 
velocity coefficients of the two opposed reactions. The values of 
h and h' depend on the intensity of the light acting on the system, 
and for light of the same kind are, in certain cases at any rate, 
proportional to the intensity. In consequence of absorption, the 
light intensity varies from point to point of the reaction mixture, 
with the result that differences in concentration, due to the varying 
reaction velocities, occur, which can only be equalised by the opera* 
tion of diffusion or by mechanical mixing. On this account^ it 
is evident tliat the velocity coefficients which are obtained in any 
series of experiments can only represent average values, which are 
influenced by the particular conditions under which the reaction 
is allowed to take place. 

Although in the case of certain non-reversible changes the 
experimental observations of the rate of change appear to be in 
satisfactory agreement with the above general equation, it is im- 
probable that this can be regarded as the expression of the funda- 
mental law of photo-kinetics. According to Luther and Weigert,' 
the ordinary dynamic equation is certainly not applicable to re* 
versible photochemical changes, and these authors formulate the 
fundamental Liw in the following words — ' the quantity of a substance, 
sensitive to light, which undeigoes change in a given element of 
volume per unit of time, is proportional to the light absorbed during 
the same time by the substance contained in this volunxe element.' 

This quantitative istatement is obviously one which refers only to 
the primary reaction in which the light rays are directly involved, 
and does not necessarily determine the rate of formation of the final 

> Gf. Weigert, Ann. PftystTr, 1907 (ir), 24, 243. 

> TkwnHacM OUmie, Sixth Edition, trADS. by H. T.Tizard, 1911. 

> Zeii. physik, Ohem., 1905, 51, 297; 190(^ 58, 886. 

V 2 
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products of the photo-chemieal change, for the rate at which these 
are produced will be influenced by the relative speeds of the primary 
light change and any subsequent change or changes of a non-photo- 
chemical character. The velocity of these subsequent changes will 
of course be regulated by the operation of the mass law as expressed 
in the above general equation (p. 822). 

As an example of a reversible photo-chemical change which has 
been examined in detail, the polymeiisation of anthracene will bo 
considered. 

AwthTftome :^ JHaathraotne. It was observed by Fritssche^ 
that a benzene solution of anthracene deposits an insoluble poly- 
meric substance when exposed to sunlight. Orndorff and Cameron * 
showed that ihis substance is dianthracene, which is produced 
according to 2O14H10— ^CsgH^o- According to Luther and Weigert,* 
the change is reversible, depolymerisation taking place in the absence 
of light, and in consequence of the opposed reactions a definite state 
of equilibrium is established when a solution of anthracene (or 
dianthracene) is exposed to light for a sufficient length of time. The 
equilibrium condition is dependent on the nature and intensity of 
the light rays, the nature of the solvent, the temperature, and also 
the concentration of the solution. 

According to the results obtained in experiments with anisole and 
phenetole solutions at temperatures between 150° and 170°, the 
depolymerisation of dianthracene is a unimolecular change, the 
velocity of which is the same in the presence or absence of light In 
the dark it proceeds to completion, and its velocity is increased in 
the ratio of 2*8 : 1 by a rise of 'temperature of 10° C. On the other 
hand, the polymerisation of anthracene is dependent on the absorption 
of light energy, and the velocity with which this change occurs in 
a given solvent and at a definite temperature is dependent on the 
nature and intensity of the light, the extent of the surfiace exposed 
to tlie light rajs, and the volume of the solution, but is independent 
of the concentration of the anthracene. As in the case of most 
photo-chemical reactions, the temperature coefficient is very small, 
a rise of 10° G. increasing the velocity only in the i*atio 1-1 : 1. 

In accordance with tlie above facts, the rate of progress of the 
photo-chemical change can be represented by the equation 

dx/dt^^Jci-h'x, (1) 

> J. praki. Oimn., 1866, 101, 837 ; 1869, 106, 271. 

* Awur. Chim, Journ,, 1898, 17, 658. 

* loc. cit. 

( 
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in which x is the concentration of the dianthracene at any moment^ 
h' the velocity coefficieut for the reaction CsgHso — ► SCuHio which 
18 independent of the incident light, and hi a quantity characteriBtic 
of the reverse change 2G14H10 — ^ CsgHjo which is, moreover, pro- 
portional to the intensity of the absorbed light and the area of the 
light-absorbing surface, and inversely proportional to the volume 
of the reaction mixture. 

ItXoiB the dianthracene concentration at the commencement and 
( B ki/k^ the coiTesponding equilibrium value, then, by integration, 

we obtain 1 ^ «• ' 

*'-7^|=?' (2) 

or, if the solution contains no dianthracene at the start, that is, 
if Xo « 0, then 

The following table shows the approximate constancy of k^ during 
the progress of the reaction, the data given being the results of an 
experiment in phenetole solution at 167 
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225 




29-4 


• 




3*90 


290 


370 




271 






507 


26-4 


450 




25-5 






6-87 


28*4 


565 




24 S 






6-45 


27-9 


790 




&'0 






711 


26-3 



{ « 812 

From an examination of all the observations relating to the photo- 
chemical change, it may be inferred that dianthracene is not an 
immediate product of the light action, and Luther and Weigert 
suppose that intermediate photo-chemically sensitive substances 
are formed. If this assumption is made, then all the facts can be 
satisfiBctorily interpreted on the basis of one or other of the two 
following schemes, in which A = anthracene, 2) = dianthracene, 
Ai ^ ' photo-anthracene ' and 2)| = ' photo-dianthracene '• 

(1) ^ + light -^ Ai ; 2Ai -^ D 

slow rapid 

t 



slow 

(2) A + light ;^ 2)i ; Di -^ D 

instantaneous slow 

t 

slow. 
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Catalysed Seaotioat. The velooities of many organic reactions 
are greatly accelerated by the addition of substances which appear 
to have no other effect than that of increasing the speed of the 
change* Acids and bases are the most generally active substances 
of this character. 

The view usually accepted in regard to such catalysed reactions 
is that the catalyst forms an addition compound with one or other 
of the original reacting substances^ and that the subsequent decom- 
position of this intermediate substance liberates the catalyst and 
yields simultaneously the products of the chemical change. Evidence 
in support of this view has been obtained, not only in the case of 
the simple catalysts like the acids and bases, but also from a study of 
reactions in which enzymes play a corresponding part (Part III, 
chap. 65). 

In those cases in which the rOle of the catalyst consists in the 
formation of intermediate compounds, it is evident that, from 
a dynamical standpoint, we have to deal with reactions which 
occur in consecutive stiges, and that the phenomena of catalysis 
will therefore be determined to some extent by the relative speeds 
of the successive changes in which the catalyst is involved. 

Xnfluenoe of SolTsnt on Seaotton Velooity. The speed of 
a given reaction not only depends on the active masses of the reacting 
substances and on the temperature, but varies in a marked manner 
with the medium in which the reacting substances are dissolved. 
This solvent influence cannot be referred to catalytic action, for in 
the case of reversible changes it has been shown that the state of 
equilibrium differs considerably according to the solvent, whereas 
a true catalyst, in consequence of the equality of its accelerating effects 
on the opposed reactions, would be without influence on the final 
condition of the system. 

In the investigations, which have had for their particular goal 
the elucidation of the influence of the medium, organic reactions 
have been almost exclusively examined. The data in the following 
table suffice to show that the influence of the solvent on the s]>eed of 
chemical change is not determined by the specific character of the 
solvent, for the order of the solvents, when tabulated according to 
the velocities of one reaction, is in general quite different from the 
order obtained when a second reaction is made the basis of com* 
parison. 

Under I are given the relative velocities for the reaction between 
triethylamine and ethyl iodide at 100^,^ under II corresponding 

^ lienscluitkin, ZeU. phtfsOc Chem,, 1890, 6, 41. 
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numbers for the inversion of menthone at 20°,^ and under III the 
values for the conversion of the s^torm of anisaldoxime into the 
an^t-form at 26"".* 



SolMnL 


7. 


IL 


III. 


Methjl aleohol 


2-87 


100 


2-07 


Ethyl aleohol 


203 


2-60 


1*86 


laobutyl alcohol 


1-48 


4-64 


0-96 


All jl alcohol 


2-40 


0-68 


1-56 


Benzyl alcohol 


7-42 


0-87 


8U 


Benzene 


0-88 


— 


818 


Xylene 


0-16 


.1— . 


2*84 


Heiane 


0-01 


— . 


_ 



That the influence of the solvent on the speed varies very con- 
siderably according to the nature of the reaction is also sho\rn by 
a oonqnnflon of the quantities of the two sets of products, which are 
formed when two concurrent reactions give rise to the formation of 
isomeric substances, as in the case of the action of bromine on the 
homologues of benzene. Bromination experiments have been carried 
out by Bruner and Vorbrodt,' in which the hydrocarbon was diluted 
with three times its volume of the solvent to be examined and the 
reaction mixture kept in the dark at 25^ The numbers in the 
following table, which give the fraction of the total reacting bromine 
which enters the side-chain, show clearly that the distribution of 
bromine between side-chain and nucleus is very largely dependent on 
the solvent, and, since this distribution is determined by the relative 
velocities of the concurrent I'eactlons, it follows that the influence 
of the solvent on the speed varies considerably according to the 
particular chemical change, even when veiy similar reactions only 
are considered. 

Solvent, Toluene. Ethyl bemene, 0-Xylene, p-Xylene. m-Ji'ylene, 

0*42 



cs. 


0*851 


10 


CC14 


0-586 


_ 


C.H, 


0-855 


0-90 


CHCI, 


.1. 


0-68 


CU,.GO,H 


0-Oi 


0-27 


C,H.CN 


— 


0-22 


C.HjNO, 


0-027 


015 



0-89 


— . 


0-68 


008 


0-41 


0-01 



0-026 0-02 — 

It has been supposed that the velocity dififei*ence3 are attributable 
to differences in the ionising power of the various f olvents, and in 
support of this, it has been pointed out that there is, in. certain cases, 
a parallelism between the reaction velocities and dielectric constants 
of the solvent media. The view that this is the determining factor 

1 Tubandt, AnnaUn, 1907, 854, 259. 

* Patterson and Montgomerie, 2Vatu. Chem, Soc., 1912, 101, 26w 

* Bta. Acad. Sci. Cracow, 1909, 221. 
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cannot be entertained very seriously, however, in view of the very 
different results obtained in the investigation of different reactions. 

Although in certain groups of solvents there is some evidence 
that different reactions are influenced in a uniform manner by 
the solvent, yet, on the whole, the relationships appear to be so 
erratic that it seems quite plausible to suppose that the differences 
are due to the formation of more or less stable compounds between 
the reacting substances and the solvents in which they are dis- 
solved 

According to van 't Hoff, the velocity of transformation of a sub* 
stance in different solvents is connected with the solubility of the 
substance in these media, and evidence in support of such a relation- 
ship has been recently obtained by Dimroth.* 

Further experimental work is necessary, however, before any 
definite opinion can be expressed as to the general occurrence of such 
a relationship. 

Seterogeneons Beaotioiui. In the foregoing consideration of 
the kinetics of chemical changes it has been assumed that the 
system, in which the reacting substances are contained, is homo- 
geneous. A brief reference may now be made to the case where the 
reacting substances are brought together in different states of 
aggregation, as in the action of gases on liquids, of liquids on solids 
or other liquids, &c. In general, such heterogeneous reactions involve 
a succession of changes, each of which is associated with a time factor, 
as in the case of the homogeneous consecutive reactions already 
considered. 

In the interaction between liquids and gases or solids, the actual 
chemical process occurs in the liquid phase, and the chemical change 
is therefore preceded by a physical process, viz. the dissolution of the 
gas or solid in the liquid. 

The rate at which the final products are formed, as represented 
by a veIocity*time curve, will therefore depend on the relative 
speeds of the consecutive physical and chemical changes. If the 
chemical reaction is of high speed, the rate of progress of the change 
will be determined by the velocity of the dissolution. On the other 
hand, if the chemical change is relatively slow, and arrangements 
are made whereby the gas or finely divided solid is maintained in 
efficient contact with the liquid, e. g. by a suitable shaking apparatus, 
the liquid will remain in a condition of saturation with respect to 
the gas or solid in contact with it, and, so far as the succeeding 

» Annalen, 1910, 877, 181. 
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cliemical change is concerned, the active mass of the dissolving 
substance will be constant. Where the dissolving substance is a gas, 
it is presumed that the gas pressure is constant, as would be the case 
if the gas were bubbled in a steady stream through the liquid. 
Under these circumstances the ' order ' of the chemical change will 
be the determining factor so far as the form of the velocity-time curve 
is concerned. 

Comparatively few organic reactions of the heterogeneous type 
have been investigated dynamically, but the oxidation of the gaseous 
hydrocarbons by a solution of potassium permanganate^ affords 
a simple example. In the table below are given data obtained in an 
experiment in which methane was violently agitated with excess of 
a five per cent, solution of EMnO^. 



Period qf agitation. 


Volume ofmeUuvM, 


Volume change* 


6 


180 


_ 


10 


12-7 


0-8 


16 


12-4 


0-8 


20 


121 


0-8 


25 


11-7 


0-4 


80 


11.4 


0-3 



The rate of oxidation is, according to these numbers, constant, and 
the observed rate of change is probably determined by the velocity 
of the chemical oxidation process, the solution being maintained in 
a saturated condition by reason of the intimate contact between 
the gas and the solution and the consequent rapid rate at which the 
gas dissolves. 

In gas reactions, where the nature and extent of the surface of 
solids in contact with the reacting gases have been shown to have 
a large influence on the velocity of the combustion or other chemical 
change, it is probable that successive processes, which may be 
grouped under the head of heterogeneous reactions, are frequently 
involved. 
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CHAPTER V 

ABNORMAL REACTIONS 

Sioric Hindrance. From time to time curious irregularities have 
been observed in the progress of certain typical reactions. These 
isolated and scattered examples have now been correlated and traced 
to one fundamental cause, that of steric hindtntice. The term is 
intended to denote the influence exerted on a reacting group by the 
spatial disposition of neighbouring atoms. The choice of such a 
term is unfortunate since it connotes a theory which, though appli* 
cable as an explanation of some of the abnormal reactions considered 
in this chapter, is by no means the only underlying cause and 
possibly in some cases not the cause at all. 

As far back as 1872 Hoftnann found that dimetii3rlxylidine 
(CHs)AH3N(0Ha)«» dimethylmesidine {GH^C^U^lSiCU^, and 
pentamethylaminobenzene (CH8)5Ce.NH3 give little or no quaternary 
anmionium compounds when heated with methyl iodide to 160°, 
and concluded that Hhis inability to unite with methyl iodide must 
depend upon some kind of molecular arrangement'.^ In 1883 Men 
and Weith' found that perchloro- and perbromo-benzonitrile and hesa*^ 
chloro-a-naphthonitrile cannot be hydrolysed by the usual reageni 
and in the following year Hofmann made the same observation i\ 
regard to teti*amethyl- and pentamethyl-benzonitrile. 

CN ON • 






During the years 1891 and 1892, in a more extended inyeatigation, 
Glaus and his pupils showed that resistance to hydrolysis is greatly 
enhanced if one, and still more, if both ortho positions to the cyanogen 
group are substituted by halogen alkyl or niti*o groups.* 

In 1889 Jacobson* noticed that pentamethylbenzamide 

CfiCCHjOsCONH, 

(obtained by the action of aluminium chloride on a mixture 
of chloroformamide and pentamethylbenzene) completely resists 

> B«r,, 1872, 5, 713, 718; 1875, 8, 61. • Ber., 1888, 10, 2886, 28921 
3 Annalen, 1891, 265, 878 ; 266, 225 ; 1892, 269, 212 et sei}. 
« £«•., 1889, 22, 1219. 
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hydrolysis, and Glaus' again pointed out that, like the nitriles, many 

dioitho^ubstituted derivatives of j^toluylamide exhibit unusual 

stability. 

NO, NO, 



j>CO 



.NH. 



CH 



,<c>° 



.NH 



a 



••MUro-o-bromo-jv-tolnylMnide, 



NO, 
«.Piiiiti«-ji-toluyUinide. 



Br 



-^^- 



NH, 



••Dibromo-p-toluylamide. 

Since then the conditions which determine the hydrolysis of cyanides 
and amides have been made the subject of more careful study by 
Sudborough and by Bemsen and Beid, and will be referred to again 
(p. 845). In 1890 Pinner ' observed similar anomalies in the prepara- 
tion of imino-ethers from nitriles by the action of alcohol and hydro- 
chloric acidy which usually takes place according to the equation : 



E.CN + CjHsOH + HCl-E.C 






.HCl 



jHj 



Csrtain ortho-eubstituted nitriles refused to react. Neither o-tolu- 
nitrile, 2*4 dimethylbenzonitiile, nor a-naphthoie nitrile (which may 
be regarded as an ortho-substituted compound) give imino ethers, 
whereas /S-aaphttioic nitrile enters readily into the reaction. 



CN 



/\/\ 



CN 



o-Naphthoio nitrile. ^-Naphthoic nitrile. 

And, again, both cyanogen groups in isophthalic and terephthalic 
nitrile readily react, whereas in homophthalic nitrile only one cya- 
nogen group forms an imino ether. 

ch/Ncn 

JcN 

Homophthalic nitrile. 



* Annalen, 1891, 265, 864 ; 206, 228 ; 
' Bfr., 1890, 28, 2917. 



; 1892, 269, 208. 
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Another series of observations belonging to the same class of pheno- 
mena was the subject of a careful study by Kehrmann ', who found 
that ortho substitution in the quinones retards or inhibits the forma- 
tion of oximes. Quinone gives a dioxime, m-dichloroquinone yields 
a monoxime, and chloranil gives none. 



C:NOH 



Y 



:NOH 

Quinonedioxime. 



CO 

ci/\ci 



C:NOH 

m-Dichloroquinoneoximo. 



CO 

ci/Nci 

ciljci 

Chloranil. 



In the case of mono-Bubstituted quinones^ such as monoohloroquinone 
and toluquinone, the oxygen which has no ortho subsiituent is first 
replaced by the oxime group before the second oxygen reacts. 





A 

11 


P 




A 


CH, 


1' 

NO 


IH 


NO 


•H 



In the case of para-disubstituted quinones containing a halogen and 
a methyl group, the oxime group replaces oxygen in the ortho posi- 
tion to the alkyl group. Where two alkyls are present oxygen is 
first replaced in the ortho position to the smaller group. Examples 
of this are afforded by |^chlorotoluquinone and thymoquinone. 



Clr 



O 

A 



C,H^ 



O 

A 



Y 

NOH 



ICH, 



NOH 



Kehrmann concluded that it is less the nature of the substituenta 
(halogen or alkyl) than their presence in the ortho position to the 
quinone oxygen which interferes with the reaction. 
Similar irregularities haye frequently been obsenred in the forma- 



^ 



» Bet., 1888, 21, 8315 ; 1890, 2S, 8657 ; J. T^akt. Chtm,, 1889 (2), 40, 257 : 1890 
(2), 42, 184 ; see also Nietzki and Schneider, Btr,, 1894, 27, 1481. 
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tion of oiim«8 from aromatic ketones. Neither phenylmesitylketone, 
zylyl*o-tolylketone nor benzpinacoline react with hydrozylamine.* 



CH. 



CH, 



\/ 



"CH, 



CH 



CO 
C,H, 

PhonylmesityU 
ketone. 



I 

CO 

I 



CH3 



/\ 



I 

CO 



/\cHj 



i 



Xylyl-o-tolylkeiono. 



C,H.), 

Benzpina- 
coline. 



Many examples of the same kind have been I'ecently brought to 
light by Baum and Y. Meyer.* It should, however, be pointed out 
that the nature of the second radical attached to the ketone group 
also influences the result, for both mesityl aldehyde and mesityl- 
glyoxylic ester readily form oximes. 



CHjS. JCHj 
CHO 

Mesityl aldehyde. 



CH, 



CH 



)CH. 



Y 

CO . COOCjHj 

Mesitylglyoxylic ester. 



From the close analogy existing in structure and mode of formation 
between the hydrazones and oximes, similar results might be looked 
for in the action of phenylhydrazine, an anticipation which experi- 
ence has fully justified* The presence of ortho substituents retard 
or prevent the reaction in precisely the same way. On the other 
hand mesitylglyoxylic acid, and especially its dinitro derivative, 
unite with this' reagent.' 

A further example of interference is afforded by the well-known 
reaction between aromatic aldehydes and primary aromatic amines, 
which give rise to benzalanilines. Hantzsch found that the reaction 
does not occur with symmetrical tribromo- and trinitro-aniline.* 

• • • • 

> Hanlzsch, Btr., 1890, 28, 2778 ; Smith, B&r., 1891, 24, 4060 ; Beokmann and 
Wegerhoff, AnnaUn^ 1889, 252, 14 ; Harries and Habner, AnnaUfiy 1897, 286, 801. 

* Sff.) 1895, 28, 8207 ; 1896, 28, 886, 2564. 

* Annalen, 1891, 264, 144. * Ber., 1890, 28, 2776. 
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Furthermore, the formation of hydrazones of benzaldehyde with 
ortho-subetituted hydrazines, such as o-hydrazinebenzoic acid, 

CeH4(C00H)NHNH, 

is prevented, whilst the corresponding meta*compound readily com* 
bines. 



▼iotor l€9jm^M Ssteriftcatioii Law. The majority of the fore- 
going isolated examples of abnormal reactions were known when, 
in 1894, y. Meyer drew attention to a very remarkable case of inter* 
ferenoe in the formation of esters, which has found expression in 
his esterification latv. 

In attempting to prepare the methyl ester of mesitylene carboxylic 
acid by the action of hydrochloric add on a mixture of alcohol and 
acid in the cold, no ester was formed, although the same process 
produced a nearly theoretical yield in the case of benzoic and its 
monomethyl, 8 : 6-dimethyl (mesitylenic acid) and 8:4:6-trimethyr 
(durylic acid) derivatives.^ This did not arise from any inability 
on the part of mesitylene carboxylic acid to form an ester, for it was 
readily obtained from the silver salt by the action of the alkyl iodide. 
This observation was followed by the discovery that durene carboxylic, 
isodurene carboxylic, and pentamethyl benzoic acid, all of which 
contain methyl groups in both ortho positions to the carboxyl, sharo 
the property with mesitylene carboxylic acid in yielding no ester with 
hydrochloric add in the cold. 

COOH 

CHa/\jH, 

Isodarene 
earboxylie acid. 



COOH 
CHy\0H, 

ch]^ 



CH, 



Durene 
earbozylic aoid. 



COOH 

ch/Njh, 

CH3L JCHg 
CH3 



PenUmethyl 
benzoic Mid. 



The same thing was found to occur with diortho-substituted chloro-, 
bromo-, and nitro-benzoic acids, which formed no ester, whilst 
dmilar compounds with at least one free ortho position yielded the 
ester without difficulty. ' 

That the inactivity of the ortho-substituted acids arises from the 
position occupied by the groups rather than from their chemical 
nature, is evident from the similar effect produced by both podtive 

1 Bff., ISM, 97, 610, 1680 ; 1896, 28, 1266, 2774, 8197 ; eee alto Gattornuum, 
Ber.j 1899, 82, 1117, 
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alkyl and negative halogens and nitro groups. That the interference 
is further determined hy steric conditions seems probable from the 
behaviour of both mesityl acetic and mesityl glyoxylic acid (in which 
the carboxyl is removed from the proximity of the two methyl 
groupsX for, unlike mesityl carboxylic acid, they readily yield esters. 

COOH 

I 
CO 

I 

ch/\ch, 

CH, 

These preliminary observations led V. Meyer and his pupils to 
a more elaborate quantitative examination of the phenomenon. In 
estimating the amount of ester formed at a given temperature they 
adopted the method of Fischer and Speier, which consists in heat- 
ing a 1 per cent, solution of the acid in methyl alcohol containing 
2 per cent, of hydrogen chloride for two hours in a thermostat In this 
way it became possible to determine the relative rate of esterification 
in oases where the process was not prevented, but merely retarded. 

Kellas ^ estimated the relative quantity of ester of ortho-, meta-, 
and para-isomers of mono-substituted benzoic acids formed at different 
temperatures, and although he found the rate of esteiification to 
increase with rise of temperature, the ortho compound always yielded 
the smallest amount of ester. The following examples, which repre* 
sent the percentage of acid esterified in two hours at 51° illustrate 
the point in question : 



0. 



CH, 


CI 


Br 


I 


NO, 


4841 


60.9 


48*4 


20.5 


8.6 * 


77.1 


72.6 


66.6 


57.6 


57.1 


75.6 


706 


61.0 


629 


57.1 




Benzoic acid i« 82.6. 







The results agree with the velocity constants (K) of esterification 
which were ascertained by Qoldschmidt.* The reaction between 
acid and alcohol is bimolecular, but if the quantity of alcohol is 
large in proportion to the acid, the former may be regarded as con* 
stant in quantity, whilst the influence of the small amount of hydro- 
chloric acid (2 per cent.), which acts the part of a catalyst, is too 
insignificant to be regarded. The reaction, therefore, resolves itself 

> ZHt pkyB, Chem^i 1897, 84, 221. > £er., 1895, 28, 8218. 
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into a unimolecular one, and the velocity constant may be determined 
fpom the usuid equation for a unimolecular non-reveraible reaction, 

, 1 - a 
* " 7 log 

in which k is the velocity constant, t the time, a the concentration 
of the acid at the beginning, and x the amount of ester formed in 
time t By heating at constant temperature and withdrawing a por- 
tion of the mixture at intervals, the quantity of ester formed can be 
rapidly estimated by titrating the free acid. The following are some 
of the numbers obtained for A; : 





CH, 


Br 


NO, 


0. 


com 


00203 


0.0028 


m. 


0.0470 


0.0658 


0.0296 


p. 


0.0241 


00450 


0.0261 



Benzoic acid » 0-0428. 

Attention isdi^awn to the fact that in both series of determinations 

the effects of meta- and para-substitution are not equivalent, and the 

greater esterification values in the case of the meta-compounds points 

to the existence of other factors in the phenomenon of interference 

which cannot be disregarded in seeking for a complete explanation. 

The relative amount of esterification of different diortho acids has 

also been the subject of a careful study by Y. Meyer. ^ He found, 

for example, that no esterification took place in twelve hours 

at 0^, or by Fischer and Speier's method in the case of th3rmotic, 

o-phenylsalicylic, mesitylene carboxylic, and other diortho acids in 

which both ortho hydrogen atoms are replaced by hydroxyl or methyl 

groups ; but that if hydrochloric acid gas is passed into the boiling 

alcoholic solution for several hours, the following percentage of ester 

was formed, 

Thymotic acid 2841 

o-Phenylsalioylic „ 76-5 

Mesitylene oarboxylio „ 64*5 

Pentamethyl benzoic „ 70 

Darene carboxylic „ 60 

whereas symmetrical trichloro-, tribromo-, trinitro-, and 2 : 6-dibroma- 
benzoic acids under similar conditions remained unchanged. Van 
Loon and Y. Meyer ' have also shown that 2-fluoro-6-nitroben2oic acid 
gives 2 per cent, of ester on standing for twelve hours at 0°, that 
is, under conditions which in the case of benzoic acid yield 97 per 
cent, of ester, whilst Y. Meyer found that even the ortho hydrogen 
atoms in benzoic acid diminish the amount of ester, inasmuch as 

1 fi«r., 1895, 28, 1254. * Ber., 1896, 28, 889. 
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phenylaoetic acid is more rapidly esterified than benzoic acid. It 
would, therefore, appear that whilst hydrogen, fluorine, hydroxy!, and 
methyl retard esterification, to a greater or less extent, it is only 
completely arrested by chlorine, bromine, iodine, and nitro groups. 
y. Meyer draws the conclusion that the atomic weights or size of the 
groups which prevent esterification in the hot liquid are much larger 
than those which only produce this effect in the cold.^ 



Betard. 


Prevent 


H= 1 


CI- 854 


CH, = 15 


N>,- 46 


0H*« 17 


Br« 80 


F-W 


I« 127 



This view cannot be strictly maintained ; for it has been shown 
that little, if any, difference is effected by substituting a larger alkyl 
radical for methyl, and moreover there is little doubt that in spite of 
its comparatively small atomic weight, the nitro group has a much 
more powerful effect than the other three halogens of the second 
column in preventing esterification.' 

A further interesting observation on the rate of esterification is the 
effect produced by an adjoining nucleus. From the fact that both 
^•chloro- and /3-hydroxy-a-naphthoic acid cannot be esterified in the 
cold, 

COOH ^ COOH 



\y\y 



W 



whereas /3-chloro- and j9-hydroxy-^-naphthoic acid behave like 
benzoic acid. 






/\/\ 



coon 



\y\/ 



ton 



it follows that the CH group of the adjoining nucl us behaves like 
an ortho substituent' 

The effect of ortho carboxyl groups on the rate of esterification 
appears from the behaviour of the polycarboxylic acids to resemble 



' £er., 1695, 28, 1260. 



IT. I 



* Kellas, Zeit phys. Chem.^ 18i)7, 24, 221. 
' Ber., 1895, 28, 1251. 

Z 
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generally that of the other groups.* Whilst trimesic and pyromellitic 
acid give a nearly qoantitatire yield of neutral ester in the cold, 

COOH 

cooh/'Ncooh 




V JoOOH 



HOOa JCOOH COOH 

Trimesio acid. PyTomelliUe aeid. 

hemimellitic and prehnitic acid give a dimethyl ester. 

COOCH3 COOCH3 

/NCOOH /\00OH 




OOCH3 KXiOOR 

' OOOCHj 

Hemimellitio ester. Prehnitio eater. 

In boiling alcohol, however, prehnitic acid gives a neutral ester. 

The following two dibasic acids give respectively neutral and acid 
esters:* 

CHj COOH 

CH,OOC^^COOCH, CH/^H, 



\y 



\/ 



CHs COOCHj 

Neatral ester. Acid ester. 

8-Nitro- and 4 : 6-dinitrophthalic acids yield chiefly monoalkyl esters, 

/^COOCHj ?P« 

f \COOH 
V JCOOH 
Yo, NOjl^^lcOOCH, 

8-Nitrophthalio ester. i : 6-Dinitrophthalic ester. 

whilst 8 : 6-dinitroplithalic acid, the tetrahalogen deriyatives of tere- 
phthalic and iaophthalic acid and also mellitic acid form no ester 
ataUe' 

1 Sff., 1894, 27, 1580. 

* Jannanch and Weiler, Ber , 1895, 28, 581. 

* Ber., 1894| 27| 8146 ; 1896, 28, 8197. 
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NO. 



/^COOH 



OOH 



NOj 

S:S-Dinitrophthalio 
aoid. 



3 



coon 




COOH 

Tetrahalogan (X) deriyatiyes 

of torephUuUie and isopUthaJie 

acid. 



COOH 
HOOC/^COOH 

KJv Jo 



HOO 



OOH 

OOH 

ICellitie acid. 



V 



On the other hand, the tetrahalogen derivatives of phthalic acid 
and 8 : 6-dichlorophthalic acid, as well as 8 : 6-dichloro-2-henzoyl- 
benzoic acid and teti*achloro-2-benzoylbenzoic acid ^ do not obey the 
esterification law, inasmuch as they form monoalkyl esters. Another 
exception is the 8-nitrophthalic acid, which, according to Marckwald 
and McEenzie,* forms with amyl alcohol a little a-monoamyl ester 
in addition to the )9*compound, but if the anhydride of the acid is 
heated with the alcohol, it is the a-ester which is formed. This 
is true of a large number of alcohols,' and has received no 
explanation. 

NO, NOj 

/X»0H /\.COOR 



\/ 



COOR 



IJooo] 



^-Mter. 



a-ester. 



Also hemipinic acid, which forms an acid ester in the first instance, 

OCH3 
/NOCH. 



l> 



JOOH 
COOCH3 

Hemipinio monomethyl ester. 

can be converted by prolonged esterification into the neutral com- 
pound.* 

Among the hydroaromatic acids it is a significant fact that 
whereas hydromellitic acid forms no ester, the stereoisomeric iso- 
hydromellitic acid forms a monoalkyl ester, the difference being no 
doubt due to a difference in the space configuration of the carboxyl 



1 Qraebe, &r., 1900, 83, 202«. > Ber., 1901, 34, 486. 

* HoKenzie, Trana,aii8m. Soc., 1901,79, 1186; Cohen, Woodroffa and Anderson, 
TranB. Chem, Soe, 
« Wegacheider, Uonatih., 1896, 10, 187. 
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groups round the ring. One may suppofie thai, in the first case, the 
carboxyl groups are all on the same side of the molecule and, in the 
second, that one group is reversed (Pai-t II^ p. 260). 

We may conclude then that the carboxyl or carbalkoxyl group, in 
spite of its atomic weight, resembles the members of the alkyl and 
hydroxyl series, rather than those of higher atomic weight, seeing 
that its effect is to retard rather than preyent esterification. 

From the results of the above investigation Y. Meyer formulated 
the following law: 'When the hydrogen atoms in the two ortho 
positions to the carboxyl in a substituted benzoic acid are replaced 
by radicals, such as Gl, Br, NO,, CH3, COOH, an acid results 
which can only be esterified with difficulty or not at all/ 

Although the facts ascertained by Y. Meyer and his pupils appear 
to accord very well with the theory of steric hindrance^ it must be 
remembered that the ester law is only applicable to a particular set 
of conditions in which a catalyst in the form of hydrogen chloride 
is used and that the mechanism of the process is still obscure. 
Rosanoff and Prager^ have examined the formation of esters of 
substituted benzoic acids- by heating the acid and alcohol together 
without the addition of a mineral acid and, contrary to Meyer's 
experience, they find that 'aromatic acids with one or botii ortho 
positions occupied combine with alcohols more slowly although to 
no less extent than acids otherwise constituted'. Similar results 
have been obtained by Michael.' 

It is a significant fact, already mentioned, that whereas 8-nitro- 
phthalic acid when esterified with a catalyst yields mainly the 
a-ester, the anhydride when heated with an alcohol gives mainly the 

Vh% Eatariilcatioa Law afplied to Fattj Aoids. The interest- 
ing results which have been derived from the study of the aromatic 
acids suggested a similar behaviour on the part of substituted fatty 
acids which possess a structure analogous to the diortho compounds 
of the aromatic series. 

COOH 

I 
C 



COOH COOH 

nCX C or, C 

^CH XC/^i\cX X/|\X 



X 



CH 



> Joum, Anur, Chem, Soc., 1908, 80, 1895. 

> Ber.y 1909, 42, 810, 817. 
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In other words, it Boemed not unlikely that di- and tri-substituted 
acetic acids would be influenced by the esterification law. Men- 
schutkin in 1879 ^ showed that the rate of esterification of the mono-, 
di-, and tri-methyl acetic acids rapidly decreases in the order given 
when alcohol and acid are heated together in the absence of 
hydrogen chloride (autocatalysis '). Lichty,' using the same method, 
found that the increase in the number of chlorine atoms facilitated 
esterification. The subject has received a much more thorough 
treatment at the hands of Sudborough and his colleagues,^ who have 
determined, by the method employed by Goldschmidt, the esterifica- 
tion constants (p. 885) of a long series of substituted acetic acids in 
presence of hydrochloric acid. The following are the results obtained, 
in which E stands for the esterification constant for ethyl alcohol at 
14*5° and K for the dissociation constant determined by Ostwald and 
others. 



Aeid. 


Formula. 


£. 


K. 


Aoetio 


CHsGOOH 


8.661 


0.00180 


Propionic 


CH,Me.COOH 


8.049 


0.00184 


Monoehloraoetio 


CHjCl.COOH 


2.482 


0.155 


Phenylaoetio 


CH,Ph.COOH 


2.068 


— 


Bromaoetio 


CH,Br.GOOU 


1.994 


0.188 


lodaoetio 


CH,I.COOH 


1.718 


0.075 


Isobutyrio 


GHMe,.COOH 


1.0196 


0.00144 


Trimetbylacetio 


CMe..GOOH 
CHCVCOOH 


0.0909 


0.000978 


Dichloracetio 


0610 


5.14 


Diphenylaeetio 


CHPh^COOH 


0.05586 


— 


Dibromacetio 


CHBr.COOH 


0.0510 


» 


Trichloracetic 


CCVCOOH 


0.0872 


121.0 


o-Bromisobtityric 


CMe,Br.GOOH 
CMeBr.OOOH 


0.0856 


— 


aa-Dibromopropionic 


0.0242 


8.8 


Tribr maoetio 


CBr,COOH 


0.01845 


— 



The experimental evidence clearly indicates that the rate of 
esterification is retarded in proportion to the number and size of 
the atoms or groups introduced into the acetic acid molecule, and 
is independent of the strength of the acid as determined by its 
dissociation constant. The divergence from Lichty's results, who 
found that esterification increased with the strength of the acid, may be 
due, as in the case of the aromatic acids, to the presence of a catalyst. 
Similar influences therefore affect the esterification of both fatty and 
aromatic acids. Other contributions to the subject of esterification 

1 Annal0n, 1879, 185, 884 ; 197, 198. 

' It also falls off with the greater complexity of the alcohol, the tertiary alcohols 
combining leas readily than the secondary, and the latter less than the primary. 
* Aw^. Chmn. J., 1895, 17, 27 ; 1896, 18, 590. 
« Tmu. aum, Soc, 1899, 75, 467 ; see also Gyr, Ber., 1908, 41, 4808. 
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hare only served to demonstrate the steric effects which underlie the 
process. One investigation by Sudborough and Lloyd has reference 
to unsaturated acids of the acrylic series, of the formula CHX : CY. 
GOOH and CXY : CZ . COOH,^ all of which can exist in cis and trans 
configurations (Part II» chap. iv). Cis acids of both the above 
formulae are difficult to esterify by Fischer and Speier*s method, 
whilst the corresponding trans acids are readily converted into 
esters. Sudborough and Roberts also found that saturated acids are 
much more readily esterified than the corresponding unsaturated 
acids.^ 

A paper ' by Bone, Sudborough, and Sprangling on the esterifica- 
tion of the mono-esters of the methyl succinic acids ' affords another 
example of the retardation induced by the successive introduction of 
methyl groups '. Also, Blaise * has shown that in os-dimethylsuc- 
cinic acid the tertiary carboxyl is more difficult to esterify than the 
primary group. 

The same thing occura with camphoric and homocamphoric acid in 
which the tertiary carboxyl remains almost completely unesteiified.' 



CHa— qCHa) . COOH CH^— C1CH3) . COOH 

C(CH3)a 

I 

CHa— CH . COOR CHj-CH . CHj . COOR 

Camphoric ester. Homocamphoric ealer. 



qCHa)^ 

I 



From what has been already stated of the absence of any relation 
between the dissociation constants and rate of esterification (p. 841), 
it is clear that the process is not determined by the presence of free 
ions, and there are many other facts which point in the same direc- 
tion. The explanation suggested by Wegscheider * assumes that the 
ester formation is preceded by the addition of a molecule of alcohol 
and acid, 

R.Cf +HORi-B,C^OH 
X)H \0H 

from which water is then removed. * 

X>Bi /OB. 

R.C^OH +E.OC +H0O 

* TrariB. Chem, SoCy 1898, 73, 81. ' Tran8, Chem. Soe.y 1905, 87| 1840. 

* Trans. Chem, Soe., 1904, 87, 534. « Compt. rend., 1898, 126, 753. 
B Hnller, Compt. rend , 1889, 109, S8, 112 ; 1892, U4, 151S. 

* Monatsh., 1895, 16, 148. 
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This view finds some confirmation in the fact that whilst benzoic 
ester forms an additive compound with sodium methoxide, mesity- 
lene carboxylic ester does not. 

It is easy to conceive that the presence of large groups or atoms 
in the neighbourhood of the carboxyl of the acid molecule would 
interfere with the interaction of the alcohol molecule by preventing 
the formation of the additive compound. 

An apparent contradiction of this view is the formation of acetals 
(by the action of aldehydes on alcohols in presence of hydrochloric 
acid) which was studied by E. Fischer and Giebe/ 

CeHfi . CHO + 2CH3OH - CeH,CH(OCH3)2 + H^O 

for ortho-substituted aldehydes like 2 : 5-dichloro- and 2-nitro-3:6- 
dichloro-benzaldehyde react more readily than the unsubstituted 
compound itself; but this may be merely an example of sieric 
hindrance neutralized by the specific effect of acidic groups, which, 
like nitro groups in the hydrolysis of esters (see below)^ and of ortho- 
substituted cyanides (p. 345) ; in the reduction of nitro compounds 
(p. 850) and in the formation of hydrazones, assist the reaction. 

Sydrolysis of Esters. If the esterification law is based on steric 
hindrance, similar influences might be expected to underlie the rate 
of ester hydrolysis. Such indeed is the case, although there are 
notable differences in the character of ester formation and hydrolysis, 
to which attention will be drawn. The rate of hydrolysis of mono- 
substituted benzoic esters was examined first by Y. Meyer' and then 
more thoroughly by Kellas,' who found that substitution in the 
oiiiho position hinders the process more than in the meta- or para- 
position; but whilst methyl in the two latter positions retarded 
hydrolysis as compared with benzoic ester, the presence of the halogens 
and still more of the nitro group increased it, so that the absolute 
rate of hydrolysis of both the mono-halogen and mono-nitro sub- 
stituted benzoic esters is in many cases greater than that of benzoic 
ester itself. But as a rule the general effects of ester hydrolysis run 
parallel with those of esterification, and in most cases the esterifica- 
tion law enables us to predict the result. 

Thus the ortho-substituted esters of a-naphthoic acid are more 
difficult to hydrolyse than those of the j9-compound ; in the mono- 
halogen or mono-nitroterephthalic esters the ester group in the meta 
position to the substituent is first attacked ; the same happens with 

1 £«r., 1898, 31, 545. * Ber., 1895, 28, 188. 

* Zeit, phya. Chetn,y 1897, 24, 248. 
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the nitrophihalio esters, in which hydrolysis of the ester group 
farthest from the nitro group takes precedence. An explanation such 
as y. Meyer applied to esterification may be repeated here, for the 
molecule of alkali may form an additive compound with the ester 
previous to the rupture of the alcohol molecule. 

In regard to the aliphatic acids Beicher^ found that the esters of 
substituted acetic acids and secondary and tertiary alcohols are more 
di£Scult to hydrolyse than those of normal acids and alcohols. 
Sudborough and Feilmann,' from a careful investigation of ester 
hydrolysis, concluded that two factors were concerned in the process, 
namely, the configuration of the acid as determined by the proximity 
of radicals to the carboxyl group and the strength of the acid, and 
that these two factors may be opposed so that if one is more 
prominent the effect of the other is concealed. 

Sydrdyns of Amidos and Afsjl Chlorides. The steric influences 
which retard hydrolysis appear to underlie the formation or non- 
formation of amides when ammonia acts on esters, and the same 
phenomenon has been observed in the hydrolysis of or tho -substituted 
acid chlorides, cyanides, and amides, as well as in the action of 
alcohols on acid chlorides. Fischer and Dilthey studied the first 
reaction in the case of the series of alkyl malonic esters,' whilst 
y. Meyer,* Sudborough and his collaborators, and also Glaus investi- 
gated the hydrolysis of add chlorides, amides, and cyanides of the 
benzene series. Fischer and Dilthey fotmd that not only did the 
presence of dialkyl groups in malonic ester retard the formation of 
amides, but that diethyl and dipropylmalonamide were more slowly 
hydrolysed than the parent substance.* They explain the inactivity 
of the dialkyl malonic esters on the ground that unlike the monoalkyl 
derivatives they cannot assume the active tautomeric form repre- 
sented thus : 

CO.OCaHj 

\ONH4 

From a study of the acid chlorides Sudborough ' concludes that 
those, in which either of the ortho positions are substituted, are 

1 AnnaUny 1836, 228, 267 ; 1886, 282, 108 ; 1887, 238, 276. 
' Proc Chem. Soc., 1897, 13, 241. * Ber„ 1902, 35, 8U. 

« Ber., 1894, 27, 8163. • Ber., 1902, 85, 852. 

* Trans. Chem, Soc, 1896, 67, 601. 
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• 

readily decomposed by dilute alkalis, whereas those which have 
a bromine atom in one ortho position are relatively more stable, but 
where both ortho positions are occupied by bromine atoms the com- 
pounds are remarkably stable and are only converted into the corre- 
spondiog sodium salts of the acids by long-continued boiling with an 
alkali solution. 

It has already been mentioned that Claus and his pupils in 1891 
and 1892 observed the difficulty with which ortho-substituted benz- 
amides undergo hydrolysis. The subject attracted fresh interest 
after the discovery of the 'esterification law', and Sudborough, in 
coDJunction with Jackson and Lloyd/ submitted the process to a 
more searching examination. The hydrolysis was effected with 30, 
60, or 75 per cent, sulphuric acid at 160^, or at the boiling-point, and 
a comparison made of the quantities of acid formed in a given time. 
The results conclusively showed that ortho-substituted derivatives 
strongly retarded the process, so that under conditions which effected 
almost complete hydrolysis of 8 :5 and 2 : 4-dibromobenzamide only 
11 per cent, of 2:6-dibromo and 4-5 per cent of 2 : 4 : 6-tribromo- 
benzamide were converted. Of the same nature are the constants 
obtained by Bemsen and Beid ' of the comparative rates of hydrolysis 
of ortho-, meta-, and para-substituted benzamides in which the re- 
tarding effect of the ortho substituent is very evident 

The curious observation made by Fischer' that hydroxybenzoic 
esters and amides (ortho or para) are more easily hydrolysed when 
the hydrogen of the hydroxyl group is replaced by methyl can 
scarcely be due to steric influence. 



Sydrolytis of Cyanides. That the cyanides should behave like 
amides on hydrolysis is a natural conclusion which the observations 
of Glaus and others on the hydrolysis of substituted benzonitriles, 
referred to in the earlier part of the present chapter, have served to 
confirm. The .subject is reopened merely to draw attention to the 
influence of the nitro group in this reaction, for it is not a little 
significant that the presence of one, still more of two, nitro groups 
greatly facilitates hydrolysis. Whilst great difficulty is expeiienced 
in hydrolysing 5^mm-trimethylbenzonitrile the mono- and dinitro- 
derivatives may be completely, though slowly, converted into acids.* 
It is clear, tlierefore, that the nitro group plays a special rdle in 



1 Tram. Ckem. Soe., 1895, 67, (K)l ; 1897, 71, 229. 

' Amer. Chem, J„ 1899, 21, 840. 

s Ber.f 1898, 81, 8266. 

* KOster and SUUberg, Annalm, 1894, 278, 207. 
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modifying sieric influences, a fact which also becomes evident in the 
rate of reduction of nitro compounds (p. 850). 

Aotion of AleoboLi on Acid ChloxidM. Steric influences also 
determine the union of acid chlorides with alcohols, and among the 
series of menthyl esters of disubstituted benzoyl chlorides obtained 
by the writer and his collaborators,^ it was invariably found that 
the diortho compound requires a much higher temperature and more 
prolonged heating than the other acid chlorides to e£Eect combination 
with mcnthoL 

Foruation of Alkjlammoniiim Iodides. Reference has already 
been made to Hofmann's observation that certain tertiary aromatic 
amines refuse to combine with alkyl iodide to form quaternary com« 
pounds. The subject was re-inveltigated by Fischer and Windaus,' 
who showed that it was clearly the e£fect of steric hindrance. For of 
the six isomeric zylidines, though they can be converted into tertiary 
bases by Noeltiiig's method (using methyl iodide and sodium carbon- 
ate), it is only the 2 : 6-compound which gives no quaternary ammo- 
nium iodide. The same is the case with the different isomeric 
bromotoluidines and bromoxylidines. Moreover, Friedl&nder ' found 
that 2 : 6-xylidine can, with difficulty, be converted into the tertiary 
diethyl compound, whilst Effront* could only obtain trwcea of tho 
dimethyl tertiary base with 2-methyl-6-isobutyl toluidine and methyl 
iodide at 150^ Decker drew attention to the same phenomenon in 
connection with the o- or o-substituted quinolines^ 

a y 

pfvy 

N 

which, like the diortho xylidines or bromotoluidines, will not combine 
with alkyl iodides. 

A reaction not very dissimilar from the above is one which was 
examined by Scholtz and Wassermann." They find that arylamines 
and ac-dibromopentane react to form derivatives of piperidine. 

<H,.CH2Br CHa-CHj 

+ HjNCfiHs = Bfi< J>NC6H5 + 2HBr 

Ha . CHjBr CHa— dHj 

1 Tram. Cfusm, Soe., 1906, 88, 1482. ' JB«r., 1900, 83, 846, 196^ 

s Monaiah., 1898,'^, 645. « Ber., 1884, 17, 2317. • £«r., 1907, 40, 862. 
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If, however, the amine is subsiituted in the ortho position, as in 
o-toluidine and a-naphthylamine, the reaction takes a different 
course and pentamethylene diamines are formed : 

RHN . (CHg)5 . NHR 

The Jklkylation of Bases and Phenols. Decker^ found that 
ortho substituted quinolines will not combine with methyl iodide, 
but readOy react with methyl sulphate. The latter process, how- 
ever, fails with a number of diortho-substituted bases. In the 
same way the meta- and para-hydroxybenzoic acids can be alkylated 
with ease by means of the dialkyl sulplmtes, but no reaction occurs 
with salicylic acid or with a- and )9-hydroxynaphthoic acids.' 

Aoetylation of Secondary ^ases. Paal and Kromschi-Oder ' 
have shown that not only does o-nitrobenzyl chloride react with 
difficulty to form o-nitrobenzyl-o-nitraniline when the m- and p- 
compounds readily unite, but that the product obtained is proof 
against acetylation. 

NOa NO2 

o-I^itrobenzyl-o-nitraniline. 

Furthermore, of the compounds obtained by combining |>-nitro- 
benzyl chloride with the three isomeric nitranilines, only tlie 0- 
nitraniline derivative resists the introduction of the acetyl and formyl 
group. It follows therefore that the oiiho-nitro group of the base 
controls the action, and from the fact that o-nitrobenzyl-o*anisidine 
gives a formyl derivative, it would seem that this action is deter- 
mined by the negative character of the group. 



NO^ CH3O 

o-Niirobenzyl o-aniaidine. 

Action of Vitroos and Vitric Aoid and Diaio-salts on Aromatic 
Amines. Steric hindrance also appears to modify the action of 
nitric and nitrous acid and diazo compounds on ortho-subs titu ted 
secondary and tertiary bases. Thus dimethyl-o-toluidine and o* 
methoxy-dimethyl aniline, unlike dimethyl aniline, give no nitroao 
derivatives, although the para position is free. Similarly o-substituted 

> Ber,, 1906, 88, 1144. 

' Coheu and Dudley, Trans. Cktnn. 8oe,, 1910, 87, 1789. 

* J.prakt, Chem., 1896, 84, 2G5. 
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dialkyl or acetalkyl anilines give meU- and not para-nitro deriva- 
tivee. Diazobenzene chloride, which readily forms an aminoaio com- 
pound with dimethyl aniline, reacts with difficulty when an ortho- 
substituted dialkyl aniline is present In these cases the ortho 
substituent is supposed to influence the initial formation of an 
additive compound which is assumed to occur between the nitrogen 
of the tertiary base and the reagent previous to substitution in the 
nucleus. 

BMurfebnui of Phenylhydrozylaiiiina. Bamberger showed that 
phenylhydroxylamine unites with nitrosobenzene to form azoxy 
compounds/ and with diazobenzene chloride to form hydroxy diazo- 
amino benzene. 

CeHftNHOH + NOCcH^ = CeH^NO^NCeH^ + Ufi 

CflHftNHOH + CeHjNCl i N = CeH^NCOH) . N : N . CcH^ + HCl 

The two reactions were examined in the case of a number of 
substituted phenylhydroxylamines containing methyl groups in the 
nucleus. It was found that where the methyl groups occupied the 
ortho position to the hydroxylamine group either the speed of 
the reaction or the amount of the product was greatly reduced.^ 
To give one example, when the unsubstituted phenylhydroxylamine 
reacts with diazobenzene chloride a 99 per cent yield of the product 
is obtained; the same reaction with mesitylhydroxylamine gives 
a 4 per cent, yield. 

Aotion of BensaldehjdM on Aroaifttio Amlnm. The same 
explanation may serve to explain the non-formation of triphenyl- 
methane derivatives when union between aldehydes and o-substituted 
tertiary bases is attempted. The reaction, which occurs according 
to the following scheme, 

/<f~)>N(CH,), 
C,HjCHO + 2C,HjN(CH,), •= CgH.CH + H,0 

\ ^ "^ N(CHA 

is effected by attachment of the aldehyde carbon to the para-carbon 
atom of the amine, and there is no obvious reason why ortho substi- 
tution should produce steric hindrance unless some kind of additive 
compound with the tertiary nitrogen is assumed. 

^ For the structure of azoxy compounda see Angeli, Gasz, cftim., 1916, 46, 
ii, 67 ; and Ahrens, Vorirag$, 1918. 

' Bamberger and Rising, Annalen, 1901, 316, 257. 
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If, in place of a tertiary amine, a primary aromatic amine is sub- 
stituted, it is the Hi-substitution which hinders the reaction. Whilst 
o-toluidine reacts readily with p-nitrobenzaldehyde, the Hi-compound 
does so with difficulty. We must suppose here that the aldehyde 
carbon attaches itself directly to the para-carbon of the nucleus. 
That the reactions with primary and tertiary bases should afford so 
curious a contrast in behaviour is somewhat striking. 

Action of Aldehydes on Pyridine Bases. It is well known 
that aldehydes combine with a- and y-alkyl pyridine and quinoline 
bases. KOnigs^ found that, if formaldehyde is used, the three 
hydrogen atoms of the methyl group may all be replaced by 
carbinol groups thus : 



/\ 



Y 



L 



/\ 



H3 



N 



)C(CHgOH)3 



This occurs only if the ortho position to the methyl radical is 
unsubstituted, otherwise only two carbinol groups replace the 
hydrogen and this applies to a- and y-methyl quinolines. In the 
latter case the benzene nucleus may play the part of an ortho 
substituent and resembles in this respect the effect of the nucleus 
on the esterification of a-naphthoic acid. 

Formation of Bosanilines. The difficulty of combining aldehydes 
with meta-substituted baaes.reappears in the formation of the rosani- 
linesy in which p-toluidine is oxidised in presence of primary aromatic 
amines, a reaction which in reality resolves itself into a combination 
of aldehyde and amine, thus : 

NHj . CflH^CHs + O2 « NHj . CeH^ . CHO + H^O 
NH, . CeH^ . CHO + 2C«H5NHa + O 

- NH, . CM. . C(Og) + H.0 

• * 

In the example given, both i>-toluidine and aniline may be replaced 
by other amines ; but Noelting has shown that if, in place of aniline, 
meta-amines like m-toluidine and symm-in-xylidine are substituted, 
the reaction does not take place. The reason from the stereochemical 

1 Ber., 1899, 83, 228, 8699 ; 1898, 81, 28C4. 
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standpoint is clear enough, when we consider that the methyl group 
in the meta position to the carbon stands in the ortho position to the 
para-carbon with which the aldehyde group always interacts. The 
argument might be advanced that rosaniline derivatives, having 
meta-substituted groups are incapable of existence, but this is met 
by the fact that indirect methods have been successfully used in 
their preparation. 

Many other examples of steric hindrance might be given, but we 
shall limit ourselves to two more : the action of phosphorus penta- 
chloride on hydroxy-acids, and of ammonium sulphide on nitro 
compounds. 

▲ction of Phosphonui Ptntaohloride on Sydrozy-aoids. 

AnschOtz^ and his pupils have shown that the ordinary course of 
the reaction between phosphorus pentachloride and hydroxy-acids 
is usually presented by the following two equations : 



I 



c.hZ 



OH /OH 

+ PCI5 = C,hZ + POCI3 + HCl 

OOH XX)C1 



yOH yO . POCla 

CeH4< +POC13-C6H/ +HC1 

\C0C1 . M30C1 

If, however, the two ortho positions to the hydroxyl are occupied as 
in o-methylsalicylic acid, the phosphorus oxychloride produces no 
change in the hydroxyl group. 

CH3 CH3 

/ \0H + PClfi = < ^ ^ OH + POCI3 + Hca 
"~COOH COCl 

Badnotion of Vitro Compounds. The writer, in conjunction 
with D. McCandlish, studied the action of ammonium sulphide on 
a variety of substituted nitro derivatives of benzene.' It was in- 
variably found that, although the presence of acidic groups facilitates 
reduction, the nitro group was more slowly attacked by the reducing 
agent if it occurred in the ortho position to a methyl or ester group, 
than when present in the meta or para position. 

Chain Formation. The subject of steric hindrance would 
scarcely be complete without some reference to the enormous mass 
of detailed research which has been accumulated by BischofiP and 
his collaborators on chain formation or conditions affecting the 

1 Ber,, 1897, 30, 221. • TrwM. C%m. Soc, 1905, 87| 1257. 
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linking of simply constituted compounds In carrying out these 
researches he has been guided by what he terms the 'dynamic 
hypothesis ' which is merely an extension of the principle of steric 
hindrance, and may be explained as follows : as the atoms or groups 
in a molecule are assumed to be in a state of vibration or oscillation, 
a reaction will be determined by the amount of free space accorded 
to. the constituent groups undergoing reaction or forming part of 
the new molecule. The interaction will then be determined not 
only by the groups adjoining the reacting constituent in each of the 
molecules, as suggested by V. Meyer, but also by the disposition of 
the groups in the resulting product. This second condition plays 
an important r6le, according to Bischoff ; for he supposes the atoms 
in a chain to assume a curved arrangement (p. 179) so that in a chain 
of 5 or 6 atoms the first and last will be in closer proximity than 
the first and third or the first and fourth of the chain. 







The groups attached to the fifth and sixth atoms of the chain, 
which are termed the critical positions^ will therefore be a deter- 
mining factor equally with those attached to the reacting groups. 
As in the ' esterification law ' the chemical nature of the molecules 
is not taken into account. 

We cannot pretend to review the whole of the materials ; but it 
may be pointed out that steric influences, though not always con- 
sistent with Bischo£rs hypothesis, are throughout clearly in evidence 
as factors determining chemical change. A few examples must 
suffice. 

Sodium malonic ester and sodium acetoacetic ester react with 
a-bromo-fatty esters as follows : 

XOOOjH^ 0H(COOCjHft), 

OHNa< + CHjjBr . OOOC2H5 - | + NaBr 

XIOOC2H5 CHa . GOOC jHft 

CHj . C(ONa) : CH . COOC2H5 + CHaBr . COOCjH^ 

« CH3 . CO . OH . COOCgHj + NaBr . 

CHj.COOCjHfi 
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In the product of the first reaction the longest uninterrupted chain 
of carbon atoms is four, in that of the second reaction, five, or, in 
other words, the second reaction involves one of the critical positions, 
which should manifest itself in a diminished yield. Again, by 
introducing alkyl groups into the reacting group of the fatty acid 
or into that of malonic and acetoacetic ester, free vibration of these 
alkyl groups would be affected and a diminished yield should again 
follow. The experimental evidence agrees substantially with the 
results anticipated by the theory. Malonic ester reacts more readily 
than acetoacetic ester or than its own alkyl or dialkyl derivatives, 
and moreover it reacts more readily with a normal than with an 
iso«bromo fatty acid, and finally the two react more readily the 
shorter the carbon chain in the alkyl groups. For example, if 
sodium methyl malonic ester and a-bromo isobutyric est«r are boiled 
together in alcoholic solution, the reaction proceeds abnormally in 
the following manner, in which, instead of the a-carbon, *G becomes 
linked to the malonic ester molecule. 

COOR *CH3 COOR . 

CIIaCNa + BrC . COOR - CH3 . 0— CH^- CH . COOR + NaBr 

1*1 II 

COOR CII3 COOR CH3 

In xylene solution, however, the reaction takes its normal course. 

Similar experiments have been carried out with a series of sodium 
alcoholates and substituted phenates on the one hand and a-bromo 
fatty acids on the other with much the same general result. 

R . ONa + BrCHj . COOC^H^ - R . . CHj . COOC3H5 + NaBr 

For example, whilst sodium o-nitrophenate and a-bromopropionic 
ester combine in a normal fashion, 






/NO, /NO, 

+ CH, . CHBr . COOR - C^HZ / 
ONa ^0 • CH 



+ CH, . CHBr . COOR - CJl/^ "/CH, + NaBr 

\COOR 
no reaction occurs with a-bromo isobutyric ester. 

Another reaction of a similar nature is the union of substituted 
aromatic amines containing radicals in the nucleus as well as in the 
amino group with a-bromo jFatty acids according to the equation : 

CeHjNHa + Br . CH, . COOCjHs = CeH^NH . CH^ . COOC2H5 -i- HBr 

In the last three reactions Bischoff includes the oxygen and 
nitrogen atoms as part of the chain. 

In reviewing the foregoing results it must be admitted that a 
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strong case has been made out for the principle of steric hindrance. 

At the same time a fact, which has been frequently emphasized, must 

not be overlooked, namely, the presence of certain groups which by 

by their chemical nature counteract certain expected changes. In 

>i(I illustration of this, it has been pointed out by Stewart^ that the 

se formation of bisulphite compounds of ketones is determined by the 

nature of the radicals attached to the ketone group ; that whilst 

the the inci*ease in the size of the hydrocarbon radical retards, the 

jijy presence of carboxyl facilitates bisulphite formation. 

Again, Auwers and Perkin find that, whereas methylaciylic acid 

condenses readily with sodium malonic ester, dimethylacrylio add 

the gives a very small yield, and trimethylacrylic acid refuses to react. 

if This may be merely a case of the positive alkyl groups afifecting the 

[^ whole character of the compound and not necessarily one of interfer- 

(q ence, just as the additive power of olefines for bromine is diminished 

^ by the attachment of negative groups, such as carboxyl, ester and 

phenyl groups, or bromine atoms to the doubly linked carbona The 

concurrent influences of position and character of the group are not 

always easy to differentiate, but for that very reason the conclusion 

that an apparently anomalous reaction is to be placed to the account 

of steric influences should be made with caution. 

It must be confessed that we are still profoundly ignorant of the 
change which substituents effect in the character of the molecule as 
a whole, the causes which determine the rules of orientation, the 
reason why positive groups like methyl and amino groups facilitate 
nitration, sulphonation, acetylation by the Friedel-Crafts method,' 
&G., why negative groups assist hydrolysis of cyanides, reduction of 
nitro groups, acetal formation, &c, and a host of other phenomena 
of a similar nature. Until clearer views obtain on these subjects it 
can scarcely be hoped that real progress will be made on the nature 
of chemical change. The expression ' steric hindrance ' meantime 
affords a useful if not very appropriate title for docketing a number 
of allied phenomena. 
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Abnormal reactions, 830. 
Acceptor, 122, 

Acetals, 15 ; formation of, 848. 
Acetic acid, 2 ; esterificatioiTconstanty 

841. 
Acetic etheri 6, 9, 14, 16. 
Acetoacetic ester, properties of, 222; 

synthesis of, 220; formation of, 228. 
Acetosuccinic ester, 191. 
Acetyl radical, 15. 
Acetylacetone, 288. 
Acetylcydopropane carboxylic acid, 

194. 
Acetylchloranilide, 278. 
Acetylene compounds, reduction of, 

165 ; structure of, 78. 
Acetylidene compounds, 78. 
Acids, affinity constants of« 886, 841 ; 

esterification of, 841, 866 ; molecular 

weight of, 8; reduction of, 167; 

structure of, 7; synthesis of, 188, 

196, 218. 
Aconitic acid, structure of, 82. 
Acyl chlorides, action on alcohols, 

846 ; hydrolysis of, 844. 
Addition, 111; qf. bromine, 116; hy- 
drogen, 116 ; hydrogen cyanide, 205 ; 

hydroxy], 119; nitrogen tetroxide, 

119 ; nitrogen trioxide, 119 ; uitrosyl 

chloride, 119; ozone, 119. 
Addition products of, aldehydes, 128 ; 

carbon suboxide, 129; ethenoid 

compounds, 118; ketenes, 129; 

ketones, 128; thialdehydes, 128; 

thloketones, 128. 
Additive reactions, 111, 201. 
Adipic acid, 188. 
Affinity and valency, 107. 
Affinity constants of organic acids, 

886,841. 
Affinity, primary and secondary, 104. 
Alcarsin, 18. 
Alcohol, constitution of, 2, 6, 9, 10, 14, 

16, 41. 
Alcohols, synthesis of, 188, 196, 207, 

210; oxidation of, 821; action of 

acid chlorides, 846. ***' 
Aldehydes, formanbn of, 196, 212; 

reduction of^ 166. 
Aldol condensation, 174, 237. 
Aldoximes, synthesis of, 189, 196. 
Aliphatic amines, 168; diazoamino 

compounds, 215. 



Alkylammonium cyanate, transforma- 
tion of, 818. 

Alkylammonium iodides, formation of, 
846. 

Alkylation of bases, 347 ; of phenols, 
847. 

Alkylglutaconic acids, isomerism of, 
78. 

Alkyliodides, action of silver salts, 808. 

Aluminium chloride, as condensing 
agent, 195. 

Aluminium-mercury couple, 198, 199. 

Amide radical, 16. 

Amides, hydrolysis of, 831, 844 ; syn- 
thesis of, 214. 

Amines, synthesis of, 170. 

Amino-azobenzene, colour of, 148. 

Ammonium cyanate, transformation 
of, 295. 

Amyl alcohol, 15. 

Anhydrides, reduction of, 167. 

Anthracene, hydrides, 166, 170; poly- 
merisation of, 824. 

Aromatic acids, hydrides, 169; syn- 
thesis of, 196. 

— aldehydes, synthesis of, 196. 

— aldoximes, synthesis of, 196. 

— bases, action of nitrous and nitric 
acids, 847 ; of diazo salts, 847 ; of 
benzaldehyde, 848; reduction of, 
168. 

— compounds, 15. 

Aromatic hydrocarbons, formation of, 
195; reduction of, 167; synthesis 
of, 188. 

— ketones, synthesi^i of, 195. 

— series, substitution in, 149. 
Atomic number, 58, 97. 

— refractivity, 85. 

— volume, 85. 

— weights, of Berzelius, 8 ; of Bumas, 
5 ; of Oerhardt, 27. 

Atoms, molecules and equivalents of 
Laurent, 80. 

Autoxidation, 121. 

Autoxidator, 122. 

Auxiliary valency, 90. 

Azimidobenzene, 265. 

Azo colouring matters, reaction velo- 
city, 294. 

Barred atoms, 6, 48. 
Base, 2. 
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BmIc water, 7. 

Basioit J of acidv, 2S, 28. 

Beckmann's reaction, 255. 

Beer's law, 64. 

Benxniaoetone, 147. 

BenzaUniline, forniation of, 838. 

BenzaldehydO) abnormal reactions of, 

848,849. 
Benzene, 16 ; from acetylene, 201 ; 

chlortnation of, 802. 
Benzoic acid, I, 7 ; radical of, 1, 11. 
Benzoin condensation, 245. 
Benzoyl acetone, 288. 
Benzoylacetophenone, 288. 
Benzoylbenzoic acid, 197. 
Benzoyl hydroperoxide, 123. 
Benzpinacone, 248, 
Benzylidene acetone, 289. 
Benzylsulphinic acid, 198. 
Binary compounds, & 
Bisulphite compounds of ketones, 128. 
Bivalent carbon, 65. 
Brom {nation, dynamics of, 827. 
Bromindozyl, 187. 
Bromine, addition of, 116. 
Bromotriphenylmethyl chloride, 62. 
Buchner-Cnrtius reaction, 204. 
Butyrobutyric ester, 225» 

Gacodyl, 12. 

Cadet's fuming liquid, 12. 

Camphoric acid, esterification of, 812. 

Camphoronic acid, synthesis, 219. 

Carbamide, decomposition, 816. 

Carbithionic acid, 214. 

Carbon, bivalent, 65 ; inertia of, 108 ; 

plasticity of, 108; tervalent, 59; 

valency of, 56. 

— bonds, equivalents of, 88. 

— suboxide, 129. 

— -nitrogen, chain forniation, 254; 
ring formation, 257, 258; stability 
of, 255 : substitution methods, 254 ; 
additive methods, 255. 

— -oxygen, chain formation, 268 ; ring 
formation, 268. 

Carbonyl compounds, action of halo- 
gens, 818. 

Carbopyrotritaric acid, 270. 

Carbylozime, 71. 

Catalysed reactions, dynamics of, 826. 

Catalysis, applied to ether formation, 
44. 

Catalysts, metalfly 154 ; metallic oxides, 
169. 

Catalytic reactions, 162 ; condensation, 
178; halogenation, 178; oxidation, 
171 ; reduction, 162. 

Chain formation, 174 ; carbon-carbon, 
174 ; carbon-nitrogen, 254 ; carbon- 
oxygen, 268; eifect of steric hin- 
drance, 860u 

Chelidonic acid, 272. 



Chemical types, 21. 

Chloral, 6, 15, 16. 

Chlorination of benzene, velocity of. 
802. 

Chloroacetanilide, 27& 

Chloroform, 6, 16. 

Chloronaphthonitrilo, hydrolysis of, 
830. 

Chloronaphthoio acid, esterification 
of, 837. 

Chloroquinoneoximes, fornuition of, 
882. 

Chrysin, 274. 

Cinnamic acid, synthesis of, 249. 

Cinnamie aldehyde, 289. 

Cinnamyl radical, 12. 

Citric acid, synthesis of, 218. 

Claisen reactions^ 285, 288. 

Colloidal metals, 162. 

Comanic acid, 272. 

Comenic acid, 272. 

Composite reactions, 298. 

Compound radical, 11, 18, 16. 

Concurrent reactions, 299. 

Condensation processes, 174 ; catalytic 
178; byaddition, 201; external, 175; 
internal, 175; nature of, 176; by 
removal of carbon dioxide, 200 ; by 
removal of halogens, 188; by re- 
moval of hydrogen, 187; by removal 
of hydrogen chloride, 194 ; with ring 
formation, 175 ; by union of carbon- 
carbon, 174. 

Condensation processes, aoetoaceUc 
ester, 220 ; aldol, 287 ; benzoin, 245 ; 
pinacone, 246; magnesium alkyl, 
208 ; zinc alkyl, 206. 

Condensed types, 47. 

Conjugated compounds, 26, 82. 

Conjugated double bonds, 182. 

Conjunct, 82, 86. 

Consecutive reactions, 814. 

Constitution of organic acids, 22, 85 ; 
of organic compounds, 86, 89. 

Contravalency, 68. 

Co-ordinate number, 92. 

Copper, oondensing agent, 199. 

Copula, 82, 86. 

Copulated compounds, 87. 

Coumalinic acid, 272. 

Coumarin, 248. 

Crossed double bonds, 187. 

Cyanacetic acid, properties of, 190, 
192; affinity constant, 71. 

Cyanamide, polymerisation of, 174. 

Cyanides, structure of, 67. 

Qrannic acid, polymerisation of, 174. 

Cyanogen radical, 12. 

Cyanogen chloride, polymerisation of, 
174. 

Cyclic compounds, action of reagents, 
181 ; evidence of, 182 ; formation of, 
178, 199, 200, 808; sUbility of, 181 ; 
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• tynUieus of, 192; transformations 

oi;i88. 
Cyolio ketones, synthesis of, 200. 
Cydobutane, 182, 185, 198. 
Cydobutanol, 18i. 
Cyolobatene, 185. 
Qyolobatylamine, 184. 
Cydobutylmethylamine, 184. 
Cyoloheptane, 186, 247. 
Cyelohezadlono, 185. 
Cydohezane, 1C6, 169, 170, 185, 189; 

derivatWes of, 191, 191, 197. 
Cyolohexane carboxylic acid, 226, 227. 
Cyclohezanol, 166, 167. 
C^clohexanone, 166. 
Cyclohezylamine, 170. 
Cydohexylmethylamine, 184. 
Cydo-nonane, 186. 
Cydo-octadiene, 186. 
Cydo-ootane, 186. 
Cydo-parafBns, action of reagents, 

180; heat of eombustion, 182; 

properties of, 187 ; /synthesis of, 185^ 

189, 200. 
Cyclopentane, 185, 200; derivatives of, 

198, 20a 
Cyclopentanol, 184. 
Cydopentanone, 250, 258. 
Cydopentene, derivatives of, 184, 23S. 
Cydopropane, 182, 185, 189. 
-~ carboxylic adds, 180, 198, 204. 
Cydopropyl oarbinol, 184. 

Dehydracetic acid, 278. 

Dehydration, 170. 

Dehydrogenation, 169. 

Diaoetosuccinic ester, 191. 

Dialkylmalonio esters, action of am- 
monia, 844. 

Diazoamino-compounds, conversion. 
286 ; synthesis, 215. 

Diazo-oompounds, action on aromatic 
amines, 847; on phenyl hydroxy 1- 
amine, 848; velocity of decomposi- 
tion, 298. 

Diazoles, 258. 

Diazomethanc, synthetic uf'e, 204. 

Dibasic acids, synthesis, 188; elec- 
trolysis, 200. 

Dibenzalaoetone, 289. 

Dibenzylidene acetone, 289. 

Dlcydohexylamine, 168. 

Dihydrocamphene, 166. 

Dihydrocarveol, 167. 

Dihydroresorcinol, 226. 

Dihydroxyterephthalic ester, 225. 

Diisobutylene, 187. 

Diketoapocamphorie acid, 227. 

Diketocyclopentane dioarboxylic acid, 
227. 

Diketones, 190, 200. 

Diraethylacrylic acid, condensation of, 
858. 



Dimethylmesidine, 880. 
DImethylsaccinic acid, 192; esterifica- 

tion of, 842. 
Dimethylzylidines, methylation of. 

880. 
Di-ortho acids, 884, 840. 
Diphenyl ether, 200. 
Diphenylmethane, 248. 
Diphenylnitride, 65. 
Diphenylpropionic acid, 201. 
Dissociation constants of organic acids, 

841. 
Ditolyl, 199. 
Double bond, conjugated, 182 ; crossed, 

187 ; theory of, 74. 
Dnroquinone, 241. 
Durylic acid, 884. 
Dynamics of organic reactions, 275. 

Electrochemical theories of valency, 

96. 
Electrolysis of adds, 200. 
Electronic theory of substitution, 160 ; 

of valency, 97, 98. 
Electrons, 97. 
Enzyme hydrolysis, 289. 
Equivalence of carbon bonds, 83. 
Etfterification in alcohol solution, 290 ; 

dynamics of, 812. 

— constants, 885, 841. 

— law, 884. 

Esters, hydrolysis of, 287, 843; syA- 

theais of, 218. 
Ethane tetracarboxylic acid, 191. 
Ethenoid compounds, 113. 
Ethylene bond, 182; crossed, 187; 

stereochemistry of, 75 ; theory of, 74. 
External condensation, 175. 

Faraday's law, 57. 

Fatty acids, esteriffoation of, 841. 

Fen ton's reagent, 172. 

Ferric chloride, condensing agent, 105. 

Formalde^pde, condensation of, 243. 

Formylhippuric acid, 284. 

Formylphenylacetio ester, 227. 

Free valencies, 77. 

Friedel Krafts reaction, 195 ; velocity 

of, 297. 
Fulminio acid, structure of, 71. 
Furfuraldehyde, 269. 
Furfurane, 268. 
Furfurole, 269. 

Glutaconic acids, 78. 
Glycerol, 2, 8. 
Glyozalines, 262. 
Grignard's reaction, 208. 

Halogenation, catalytic, 172. 

Halogen carriers, 173. 

Halogen compounds, reduction of, 168. 
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HalogenSi action on ethenoid com- 
pounds, 818, 819. 

Heat of oombuition, of olefines, 75 ; of 
paraffins, 75. 

Hemimellitie acid, estorification of. 
885. 

Hemipinic aeid, esterifieation of, 889. 

Heterogeneoas addition, 124. 

Hexamethyl benzene, 20^. 

Hexaplienylethane, 65. 

Htstoricai introduction, 1 ; refercnoeii, 
55. 

Homocamphorlc acid, esterifieation ofM^ 

842. P" . . 

Homologous compounds, 80. p Malic aoid, 2. 

Uomoplithalic nitrtle, hydrolysis of, 

881. 
Hydrindone, 197. 
Hydrobenzoin, 246. 
Hydrocarbons, synthesis of, 195, 210. 
Hydrochloric ether, 9, 14. 
Hydrogen, addition of, 116. 
Hydrogen cyanide, addition of, 105; 

structure of, 69. 
Hydixilysis of acyl chlorides, 844 ; of 

amides, 844 ; of cyanides, 845 ; of 

esters, 279, 287, 848 ; of sucrose, 287 ; 

by enzymes, 289. 
Hydroxyacids, 195; action of phos* 

phorus chlorides, 850. 
Hydroxyaldehydes, 195. 
Hydroxyanthraquinone, 172. 
Hydroxybenzylalcohol, 248. 
Hydroxyl, addition of, 119. 
Hydroxylamine compounds, synthesis 

of, 215. 
Hydrozymethylene camphor, 235. 
— compounds, 285. 
Hydroxy naphthoic acid, esterifieation 

of, 887. 



Ketones, 129. 

Kotimines, 182. 

Keto-eaol tautomeriam, reaction velo- 
city, 820. 

Ketones, addition products, 128; 
action of halogens, 818; redaction 
of, 166; synthesis of, 195, 207, 218. 

Ketonic acids, 201 ; syniheMS of, 216. 

Lactones, formation of, 811. 

Law of Dulong and Petit, 3 ; of even 

numbers, 28 ; of mass action, 275 ; 

of substitution, 17. 



Iminazoles, 2C2. 

Iminoethers, formation of, 831. 

Indole, 168. 

Indoxyl, 187. 

Internal condensation, 175. 

Intramolecular ionization, 99. 

— isomeric change, 177 ; velocity of, 

278. 
Ionic molecules, 99. 
lunone, 289. 
Irene, 240. 
Isacetophorone, 244. 
Isobutylene, 187. 

Isocamphoronic ncid, synthesis of, 208. 
Isocyanides, additive compounds, 66 ; 

structure of, 66. 
Isomeric change, intramolecular, 177; 

velocity of, 278. 
Isomerism, 9. 

Isophenylcrotonio acid, 249. 
Isopuleitol, 240. 



Malonio ester, properties of, 191. 

Mass action, law of, 275. 

Mechanical types, 21. 

Meeonic acid, 272. 

Melamine, 174. 

Mellitio aeid, hydrolysis of, 889. 

Menthane, 166. 

Mercaptans, 15, 16. 

Mercury fulminate, 71. 

Mesitylacetic acid, 885. 

Mesityl aldehyde, 888. 

Mesitylene carboxylic acid, 886. 

Mesityleue from methyUcetylene, 202. 

Mebityiglyoxylio acid, 888, 88dI 

Mesityl oxide, 288. 

Mesityloxide oxalic ester, 227. 

Metalammine compounds, 92, 94, 102. 

Metallic cyanides, 67. 

Metals, colloidal, 162; used in reduc- 
tion, 164. 

Method of, see Reaction of. 

Methyloyclobulane, 185, 189. 

Methylcyciohexane. 184. 

Methylcydopentane, 184. 

Methyldehydropeutone 
ester, 194. 

Methyl furfurane, 167. 

Methyl granatinine, 186. 

Mixed types, 48. 

Modern structural formulae, 202. 

Molecular compounds, 98. 

Molecular types, 21. 

Molecular weights, of Berzelius, 8 ; 
Dumas, 5; of organic acids, 8; 
Gerhardt and Laurent, 80. 

Moloxide, 122. 

Morphium, 8. 

Mutarotation, dynamics of, 810; of 
monosaccharoaes, 810. , 

Naphthalene-diamine, 258. 
Naphthalene hydrides, 166. 
Naphthenes, 166. 
Naphthol hydrides, 166. 
Negative-positive rule, 114. 
Neutral affinities, 99. 
New theory of types, 44. 
Nitriles, hydrolysis o^ 881. 
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Nitro camphor, dynamic isomerism, 808. 
Nitro-compounds, 167; redaction of, 

860. 
Nitrogen tetroxide, addition of, 119. 

— trtozido, addition of, 119. 
Nitrophthalic acids, esterificntion of, 

888. 

Nitrosyl chloride, addition of, 119. 

Non-polar compounds, 104. 

Non -reversible reactions, polymole- 
cular, 279 ; termolecular, 281 ; uni- 
molecular, 277. 

Normal valency, 58. 

Nucleus theory of Laurent, 18. 

Octylsldol, 288. 

Oil of Dutch chemists, 9. 

— of wine, 9. 
Olefiant gas, 9, 16. 

Olefines, 116 ; reduction of, 165. 
Order of a reaction, determination of, 

282; initial velocity method, 283; 

isolation method, 286; method of 

equifractional psrts* 284 ; velocity 

coefficient method, 286. 
Organic acids, constitution of, 23. 

— analysis, 8. 

Organic chemistry in 1830,8; 1880- 
1840, 15. 

— synthesis, 9. 

— reactions, dynamics of, 275 ; nature 
of, 107. 

Organo-metalliccompounds, 85, 87, 205. 
Origin of the radical theory, 1. 
Oxalacetio acid phenylhydrazone, 

velocity of decomposition, 800. 
Oxalacetic e^ter, 218, 227. 
Oxalic acid, 2, 7. 
Oxalic ester, 6, 9. 
Oxamethane, 10, 16. 
Oxidation, action on alcohols, 821 ; 

catalytic, 171. 
Ozone, addition of, 119. 
Ozonides, 120. 
Ozotriazoles, 268. 

Paraffins, 86 ; heat of combustion, 75 ; 

synthesis o^ 188, 205. 
Partial valencies, 188. 
Pentabromobenonitrile, hydrolysis of, 

880. 
Pentachlorobenzonitrile, hydrolysis of, 

330. 
Pentamethylaminobenzene, methyla- 

tion of, 880. 
Pentamethylbenzamide, hydrolysis of, 

880. 
Pentamethylbenzoic acid, esterifica- 

tion of, 886. 
Pentamethylbenzonitrile, hydrolysis 

of, 880. 
Petroleum, American, 165 ; Caucasian, 

16»; Galioian, 165. 



Phenantbreno hydrides, 164. 
Phenolsy production of, 16l>. 
Phenylamino-benzoic acid, 199. 
Phenylangelio acid, 251. 
Phenylcro tonic acid, 250. 
Phenyloyclohexylamino, 168. 
Phenyldihydroxyresorcydic ester, 208. 
Phenylglycinecarboxylio ester, 199. 
Phenylhydroxypivalic acid. 250. 
Plienylparaconic lactones, 250. 
Phloroglucinol tricarboxylic ester, 226. 
Phorone, 288. 
Phosphorus chloride, action on hy« 

droxyadds, 850. 
Photochemical reactions, 822. 
Pinacone condensation, 246. 
Pinane, 166. 

PIperidine, 170, 255, 846. 
Platinum compounds of Zcise, 10. 
Polar compounds, 104. 
Polybasic.iBcids, theory of, 28. 
Polymerisation, 173; action of light, 

174./ 
Poly niolecular non* reversi ble react ion s, 

279. 
Positive negative rule, 114, 191. 
Primary affinity, 104. 
Primary alcohols, synthesis of, 207. 210. 
Primary nuclei, 18. 
Principal valency, 90. 
Propiopropionic acid, 224. 
Pseiftloionone, 289. 
Pseudopelletierine, 186. 
Puligomenthol, 166. 
Pyrazole, 255. 

Pyrazole compounds, 20i, 255. 
Pyrazolidone compounds, 861. 
Pyrazolone compounds, 2(51. 
Pyridine bases, action of aldehydes, 

849. 
Pyromeconic acid, 273. 
Pyromellitic acid, esterificaiion o^ 888. 
Pyromucio acid, 270. 
Pyrone compounds, 271. 
Pyrotritaric acid, 270. 
Pyrrole compounds, 259. 
Pyrrolidine, 257, 259. 
Pyrroltdone, 259. 
Pyrroline, 259. 

Quadrimoleoular reactions, 281. 
Quinitol, 169. 
Quinocarbonium salt, 68. 
Quinol, 62. 

Quinoline, steric hindrance, 849. 
— tetrahydride, 168. 
Quinone di-imine, 140. 
Quinone imine, 146. 
Quinonoximes, formation of, 882. 

Radical, of benzoic acid, 1 ; simple 
and compound, 8; attempts to 
isolate, 84; polyatomic, 49. 
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Radical theory, origin of, 1; growth 
of, 11. 

Beaotion of Buchner-Curtiat, 204; 
Claiaen, 285, 288 ; Omm-Brown and 
Walker, 200; Frankland, 206; 
Freund, 189; Frledel-Grafts, 195, 
297 ; Orignard, 206 ; Hofmann, 185 ; 
Ipatiew, 168; Kekold, 188; Knoeve- 
nagel, 241 ; Michael, 202 ; Perkin, 
192, 248; Perkin, jr., 189, 192; 
ReformaUky. 217; Reimer-Tte- 
mann, 195; Sabatier-Senderens, 164; 
Thorpe, 252; Ullmann, 199; Wis- 
Itoenua, 188, 189; Walker, 200; 
Wurtz, 188. 

Reactions, additive. 111, 201 ; action of 
eolvent, 826 ; bimolecular, 279 ; cata- 
lysed, 826 ; catalytic, 162 ; composite, 
298 ; concurrent, 299 ; con8ecuti%*e, 
814; heterogeneous, 828; non-re- 
versible, 277 ; order of, 282 ; photo- 
ehemicai, 822; polymolecular non- 
reversible, 279 ; reversible, 806 ; ter- 
molecular non-reversible, 281 ; types 
of, 109; unimolecular non-reversible, 
277 ; Telocity of, 277. 

— of unsaturated compounds, 111, 
201 ; of ketones, 128. 

— abnormal, 880. 
Reagent of Fenton, 172. 
Reagents, action of, 180. 
Reduction, catalytic, 162. 

— of acetylene, 165 ; acids, 167 ; alde- 
hydes, 166; anhydrides, 167; aro- 
matic bases, 168. 

— aromatic hydrocarbons, 166; cy- 
anides, 167; halogen compounds, 
168 ; isocyanides, 167 ; ketones, 166 ; 
nitro-compounds, 167 ; defines, 165 ; 
oximes, 167; phenols, 166; un- 
saturated acids, esters and ketones, 
167. 

Residues, theory of, 26. 

Reversible reactions, 805. 

Ring structures, action of reagents^ 

180 ; carbon-nitrogen, 257 ; carbon- 

ozjgen, 268; evidence of, 182; 

formation of, 178; stability of, 179; 

transformation of, 188. 
Rosanilines, formation of, 849. 
Rule of Grum-Brown and Gibson, 149 ; 

of Markownikofl^ 114; of Michael, 

114; ofYorl&nder, 150. 

Sabinaketone, 214. 

Sabinene, 220. 

SaUcyl radical, 12. 

Secondary alcohols, synthesis of, 206, 

210. 
•— bases, aoetylation of, 347. 
Sels oopul^ 27. 

Sodamide, as condensing agent, 288. 
Sterlc hindrance, 880 ; in ester forma- 



tion, 884, 840; in hydrolysis of 
amides, 881, 844 ; of acyl chlorides, 
844; of cyanides, 881, 845; the 
union of acyl chloridee and alcohols, 
846 ; formation of alkylammonium 
iodides, 846 ; acetylation of seoondaiy 
bases, 847;- action of nitrous and 
nitric acid and diazonium salts on 
aromatic amines, 847; action of 
aldehydes on pyridine bases, 849; 
alkylation of bases and phenols, 847 ; 
action of benzaldehyde on aromatic 
amines, 888, 848; action of phos- 
phorus chloride on hydroxy-acids, 
850 ; formation of rosanilines, 849 ; 
action of phenylhydroxylamine on 
nitrosobenzene, and diazonium 
salts, 848; hydrolysis of esters, 848; 
reduction of nitro-compounds, 850; 
chain formation, 850. 

Sterlc hindrance, theory d, 842, 851 ; 
theory of Victor Meyer, 884; of 
Wegscheider, 842; of BftSchoD^ 
850. 

Strain theory, 76, 178. 

Structure of acetylene compounds, 78 ; 
aoonitic acid, 82; cyanides, 67; ful- 
minio acid, 71 ; hydrogen cyanide, 
69; isocyanides, 66; triphenyl- 
methyl, 60. 

Substituted acetic acids, esteriftcation 
of, 841. 

Substitution, electronic theory, 160; 
in aromatic eompounda, 149; in 
benzene, 150; theories of, 17, 152; 
velocity of, 805. 

Succinosuccinic ester, 225. 

Sucrose, hydrolysis of^ 287. 

Sulphovinic acid, 9, 11, 14. 

Sulphur acids, synliiesis of, 214. 

Synthesis, acetoacetic ester, 220 ; acids, 
195 ; acyl chlorides, 197 ; alcohols, 
188, 196, 207, 210; aldehydes, 196, 
212; amides, 212; aromatic hydro- 
carbons, 188, 189 ; cyclic compounds, 
185, 192 ; cydo-paraffins, 185 ; diazo- 
amino-compounds, 215 ; esters, 218, 
217; hydroeasbons, 189, 195, 210; 
hydroxylamine derivatives, 196, 215 ; 
ketones, 195, 208, 218. 



Termolecular non-reversible reactions, 

281. 
Tertiary alcohols, synthesis of, 206, 

210. 
Tervalent carbon, 59. 
Tetramethylbenzonitrile, hydrolysis 

of, 880. 
Tetraphenylethane, 65. 
Tetraphenyloctazene, 257» 
Tetrazoles» 259, 266. 
Tetronio acid, 271. 
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Theory, electrochemical, 06; electronic, 
97. 

— of benzene sabetitntion, 150 ; Arm- 
strong, 160, 162; Blanksma, 151 
Collie, 157 ; Cmm-Brown and Gibson 
149; Fiaracheim, 158; Fry, 160 
HoUeman, 151. 156 ; Hubner, 149 
Lapworth, 158; Noelting, 149 
Obermilkller, 155 ; Tschitschibabin, 
154; Vorlander, 150. 

— of double bond, 74. 

— of free valency, 77. 

— of reactions, Frlenmeyer, Jan., 145 
Kekul^, 110; Lauder, 127; Lap 
worth, 127; Michael, 110, 118, 125 
Nef, 110, 125; van't Hoff, 110 
YorlAnder, 147; Williamson, 110 
Wlslioenus, 126. 

— of unsaturation, 74, 82. 

— of Talency, 57, 83; Abegg and 
BodUnder, 58, 101; Briggs, 102; 
Clayton, 58; FIQrscheim, 87; Friend, 
95; Stark, 100; Thomson, 98; 
Tsehitschibabin, 88; Werner, 82; 
Wunderlich, 89. 

— of Baeyer, 76, 178; Collie, 157; 
Fliirscheim, 87; Holleman, 156; 
Lapworth, 127, 158; Michael, 114, 
191; Thiele, 138; Tsehitschibabin, 
88; Wlslioenus, 126. 

Thiealdehydes, 128. 

Thlo-anilides, 215. 

Thio-indoxy], 187. 

Thioketones* 12a 

Thujane, 164. 

Thigol, 167. 

lliymoqainone, oxime formation, 882. 

Thymotic acid, esterificatlon of, 886. 

Tolane trichloride, 65. 

Triacetyl benzene, 226. 

Triazane eompounds, 256. 

Triazene compounds, 256. 

Triazoles, 259. 

Tribenzoyl, benzene, 226. 

Tribiphenylmethane, 61. 

Tribromobenzene, 202. 

Tribromobutane dicarboxylic acid, 182. 

Trimeric acid, 227; estorification of, 838L 

Trimethylaciylio acid, reactivity of, 
858. 

Trimethylammoniam-azobenzene chlo- 
ride, 148. 

Trimethylbenzolc acid, esterificatlon 
of, 884. 

Trimethyl benzonitrile, hydrolysis of, 
876. 



Trimethyleneimino, 257. 
Triphenylmethane, derivatives of, 

195. 
Triphenylmethyl, 59, 60 ; formula of, 

64. 
" chloride, 62. 
Trithio-aldehydes, 174. 
Trithioketones, 174. 
Truxillic acid, 181. 
Turpentine oil, 2. 
Types^f reactions, 109. 
Types, theory of, 21, 44 ; condensed, 

47 ; mixed, 48. 

Unimolecular non- reversible reactions, 

277. 
Union of carbon-nitrogen, 254; carboti' 

carbon, 174 ; carbon-oxygen, 268. 
Unitary system, 25. 
Unsaturated acids, reduction of^ 107. 

— compounds, reactions of, 112. 

— groups, nature of, 74. 
Urea, synthesis of, 9. 
Uric acid, 2. 

Valency, auxiliary, and principal, 90; 
carbon, 56 ; contra and normal, 58, 
101; double, 99; electrons, 100; 
latent, 99 ; isomerism, 92 ; partial, 
188; primary and secondary, 59; 
residual, 99; variable, 57; volume, 
84 ; and affinity, 107 ; and physical 
properties, 84. 

— theories of, 50, 88; Abegg and 
Bodl&nder, 101; Briggs, 94, 102; 
Claus, 85; Fiarscheim, 87 ; Friend, 
95; Knoevenagel, 77; Stark, 100; 
Thomson, 98 ; Thorpe, 78 ; Tsehit- 
schibabin, 88; Werner, 85, 90; 
Wunderlich, 89. 

— theories of, electrochemical, 96; 
electronic, 97. 

Velocity of intramolecular rearrange* 
menC 278; of esterificatlon, 290, 
886. 

— of Clonic reactions, 275. 
Vinylacrylie acid, 202. 
Vital force, 8, 9. 

Xanthone, 274. 

Xylidtnes, methylation of, 876. 

Xyloquinone, 241. 

Zinc alkyl compounds, 205 ; condensa- 
tions, 206. 
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Austin, 172. 
Auwers, 202, 203, 353. 
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of phorone, 238. 

— and Drewsen, 239. 

— and Villiger, 122, 148, 209. 
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— and Rising, 848. 
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Barlow and Pope, 84. 
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